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WHAT IS CLAIMED IS: 



1 . A compound of Formula (I): 



R" 



R 5 x^'>r^z 2 



R 



y^ .zl 




O OH 



(I), 



5 wherein A is phenyl or phenyl fused to a carbocycle to form a fused carbocyclic ring 
system; 

A is substituted by Rl , R2, r3, and R4; 



10 L is a linker connecting a ring atom of A to the nitrogen of the -N(R5)- moiety, 
wherein L is 

(i) a single bond, 

(ii) -(Ci-6 alkyl)-, 

(iii) -(C2-6 alkenyl)-, 

15 (iv) -(Co-6 alkyl)-(C3-6 cycloalkyl)-(Co-6 alkyl)-, or 

(v) -(Co-6 alkyl)-M-(Co-6 alkyl)-, wherein M is -N(Ra)-, 
-OC(=0)-, or -C(=0)0-; wherein the alkenyl in (iii) and the alkyls in (ii), (iv), and (v) 
are independently and optionally substituted with 1, 2, or 3 substituents independently 
selected from the group consisting of halogen, -OH, -Cl-6 alkyl, -O-Ci-6 alkyl, 

20 -C02Ra, -C02(CH2)l-2R k , -Cl-6 alkyl-ORa, -Rk -(CH2)l-2R k , -CH(ORa)-Rk and 
-CH(N(Ra) 2 )-Rk; 

XisNorC-Ql; 
25 Y is N or C-Q.2, provided that X and Y are not both N; 



Zl is N or C-Q3; 
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Z2isNorC-Q4; 
z3isNorCH; 

5 Ql, Q2, q3 ; and Q4 are as defined in (i) or (ii) as follows: 

(i) each of Ql, Q2, Q3, and Q4 is independently 

(1) -H, 

(2) -Ci-6 alkyl, 

10 (3) -Ci-6haloalkyl, 

(4) -O-Ci-6 alkyl, 
□ (5) -O-Ci-6 haloalkyl, 

*J (6) halo, 

?| (7) -CN, 

W 15 (8) -Ci-6 alkyl-ORa, 



(9) -Co-6 alkyl-C(=0)Ra, 

(10) -Co-6 alkyl-C02Ra 

(11) -Co-6 alkyl-SRa, 

(12) -N(Ra) 2 , 

20 (13) -Ci-6 alkyl-N(Ra) 2 , 

(14) -Co-6 alkyl-C(=0)N(Ra) 2 , 

(15) -Co-6 alkyl-G-Ci-6 alkyl-C(=0)N(Ra) 2 , wherein G is O, S, 
N(Ra),orN(S0 2 R a ), 

(16) -N(Ra)-C(Ra)=0, 

25 (17) -Ci-6 alkyl-N(R a )-C(Ra)=0, 

(18) -C(=0)-N(Ra)-Ci-6 alkyl-[C(=O)]0-l-N(Ra) 2 , 

(19) -C(=0)-N(Ra)-Ci-6 alkyl substituted with 1 or 2 -OR a , 

(20) -Co-6 alkyl-S0 2 R a , 

(21) -Co-6 alkyl-N(Ra)S02R a , 
30 (22) -C2-6 alkenyl, 

(23) -C2-6 alkenyl-C(=0)-N(Ra) 2 , 

(24) -C2-5 alkynyl, 

(25) -C2-5 alkynyl-CH2N(Ra) 2 , 

(26) -C2-5 alkynyl-CH20Ra, 
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(27) -C2-5 alkynyl-CH2S(0) n -R a , or 
NR a 

.A. 



(28) 



-N a - N(R ); 



(29) NR C 

(30) -C(=NRa)-N(Ra)2, 

(3 1) -N(Ra)-C 1-6 alkyl-S(0) n R a , 

(32) -N(Ra)-Ci_6 alkyl-ORa, 

(33) -N(Ra)-Ci_6 alkyl-N(Ra)2, 

(34) -N(Ra)-Ci_6 alkyl-N(Ra)-C(Ra)=0, 

(35) -N(R a )-Co-6 alkyl-[C(=0)]i-2N(Ra) 2 , 

(36) -N(Ra)-Ci-6 alkyl-C02R a , 

(37) -N(Ra)C(=0)N(Ra)-Ci-6 alkyl-C(=0)N(Ra)2, 

(38) -N(Ra)C(=0)-Ci-6 alkyl-N(Ra)2, 

(39) -N(Ra)-S02-N(Ra)2, 

(40) -Rk, 

(41) -Ci-6 alkyl substituted with Rk, 

(42) -C 1-6 haloalkyl substituted with Rk, 

(43) -C2-5 alkenyl-Rk 

(44) -C2-5 alkynyl-Rk, 

(45) -Co-6 alkyl-O-Rk, 

(46) -Co-6 alkyl-O-Ci-6 alkyl-Rk, 

(47) -Co-6 alkyl-S(0) n -Rk, 

(48) -Co-6 alkyl-S(0) n -Ci-6 alkyl-Rk, 

(49) -O-Ci-6 alkyl-ORk 

(50) -O-Ci-6 alkyl-O-Ci-6 alkyl-Rk, 

(51) -O-Ci-6 alkyl-S(0) n Rk, 

(52) -Co-6 alkyl-N(Rc)-Rk, 

(53) -Co-6 alkyl-N(RC)-C 1-6 alkyl substituted with one or two Rk 
groups, 

(54) -Co-6 alkyl-N(RC)-Ci-6 alkyl-ORk, 

(55) -Co-6 alkyl-C(=0)-Rk 
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(56) -Co-6 alkyl-C(=0)N(Ra)-Rk 

(57) -Co-6 alkyl-N(Ra)C(=0)-Rk, 

(58) -Co-6 alkyl-C(=0)N(Ra)-Ci-6 alkyl-Rk, or 

(59) -Co-6 alkyl-N(Ra)-C 0 -6 alkyl-S(0) n R k ; 

5 

(ii) alternatively, Q2 and Q3 together with the carbon atoms to 
which they are attached and the fused ring carbon atom attached therebetween form a 
5- or 6-membered monocyclic carbocycle or a 5- or 6-membered monocyclic 
heterocycle, wherein the heterocycle contains 1 or 2 heteroatoms selected from 
10 nitrogen, oxygen and sulfur, and wherein either the carbocycle or heterocycle is 
optionally substituted with from 1 to 3 substituents independently selected from 





(1) 


-Ci-6 alkyl, 




(3) 


-Ci-6 haloalkyl, 




(4) 


-O-Ci-6 alkyl, 


W 15 


(5) 


-O-Ci-6 haloalkyl, 


Si 

l f! 


(6) 


halo, 




(7) 


-CN, 




(8) 


-Ci-6 alkyl-ORa 




(9) 


-Ci-6 alkyl-S(0) n Ra, 


M> 20 


(10) 


-Ci-6 alkyl-N(Ra) 2 , 




(11) 


-Ci-6alkyl-C(=0)-N(Ra) 2 , 




(12) 


-Ci-6 alkyl-C02R a , 




(13) 


oxo, 




(14) 


-Rk, and 


25 


(15) 


-Ci-6 alkyl substituted with 



Ql and Q4 are independently as defined in (i) above; 

each of Rl and R2 is independently: 
30 (1) -H, 

(2) -Ci_6 alkyl, 

(3) -C i_6 haloalkyl, 

(4) -O-Ci-6 alkyl, 

(5) -0-Cl_6 haloalkyl, 
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(P) 






\n 


halo, 




\°) 










- 


(^(Y) 


-C 1 alkvl-ORa 






-Cn ^ alkvl-CY-O^Ra 






.Pa /; alkvl-fTWRa 




{ID) 


Pa ^ alkvl-^Ra 
v_^^J_q d-Jrvj/ 1 v3JX , 






-WR ay> 


10 




-C 1 ^ alkvI-NYRa^o 






-Cn a alkvl-C(=OYI\TnvaV> 




\ i 1 ) 














impr a^ooRa 


hi i < 


p^ 






(zi; 






v-^Z ) 








-O-C 1 ^ alkvl-NH-COoRa 




(Z4) 


-u-v^2-6 aiKyi-rs ^K a ;2? 


a zu 




-IN ptv a ,f- \ -5 alKyi-olv", 




\ZK5 ) 


7\TPpa\ pi /: oiv^n op a 

-In ^Jlv^J-v^ \ -Q dlKyi-vJix cl , 






-NCRaVPi ^ fllkvl-NfRaV? 
-in \\ss*-}-\^ y -0 ^AJ^y* -L~V /Z' 






-NfRaVCi f, alkvl-NCRaVCrRa^O 




(29) 


-R*s 


ZD 


\D\J ) 


P*1 t*1V\/1 cnVictitntprl witVi 1 c\r 0 RiC OTrmTW 

-Q dlivyi JiLlUollllllCU. Willi 1 \JL At XV giUUpoj 






P 1 1 ^ *slriCi1 cnV^ctitnt^rl \x/itr*i 1 rvr 9 RlC ornTinQ 
-v^J__q IldlOdllvyi oLIUoLILULCU. W1L11 1 vJl IV gIVJUllJo, 






Z-D ttlJ^ClljA xv- iv , 




(33) 


-1^2-5 aiKynyi-K 6 -, 




(34) 


-O-Rk 


30 


(35) 


-O-Ci-6 aJkyl-Rk, 




(36) 


-S(0) n -Rk, 




(37) 


-S(0) n -Ci-6 alkyl-Rk 




(38) 


-O-Ci-6 alkyl-ORk, 




(39) 


-O-Ci-6 alkyl-O-Ci-6 alkyl-Rk, 
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(40) -O-Ci-6 alkyl-S(0) n R k , 

(41) -Ci-6 alkyl (ORb)(Rk) , 

(42) -Ci-6 alkyl (ORb)(-Ci-6 alkyl-Rk) , 

(43) -CO-6 alkyl-N(Rb)(Rk), 

(44) -Co-6 alkyl-N(Rb)(-Ci-6 alkyl-Rk), 

(45) -Ci-6 alkyl S(0) n -R k , 

(46) -Ci-6 alkyl S(0) n -Ci-6 alkyl-Rk, 

(47) -Co-6 alkyl C(0)-Rk, or 

(48) -Co-6 alkyl C(0)-C 1-6 alkyl-Rk, 

each of R3 and R4 is independently 



Q 




-ri, 










\p) 




1 5 5 1 ^ 


(4) 


-N02, 


! f ; 


(?) 


OH 




\P) 


Ci fi alkyl, 




(7) 


Ci-6 haloalkyl, 




(8) 


-O-Ci-6 alkyl, 


J* 20 


(9) 


-O-Ci-6 haloalkyl, 




(10) 


-Ci-6 alkyl-ORa, 




(ID 


-Co-6 alkyl-C(=0)Ra 




(12) 


-Co-6 alkyl-C02R a , 




(13) 


-Co-6 alkyl-SRa 


25 


(14) 


-N(Ra)2, 




(15) 


-Ci-6 alkyl-N(Ra) 2 , 




(16) 


-Co-6 alkyl-C(=0)N(Ra)2, 




(17) 


-S02R a , 




(18) 


-N(Ra)S02R a , 


30 


(19) 


-C2-5 alkenyl, 




(20) 


-O-Ci-6 alkyl-ORa, 




(21) 


-O-Ci-6 alkyl-SRa, 




(22) 


-O-Ci-6 alkyl-NH-C02R a , 




(23) 


-O-C2-6 alkyl-N(Ra)2; 
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R5 is 

(1) -H, 

(2) -Ci-6 alky], optionally substituted with from 1 to 5 substituents 
5 independently selected from halogen, -O-Ci-6 alkyl, -0-Ci_6 

haloalkyl, -N(R*)2, and -C02R a ; 

(3) aryl optionally substituted with from 1 to 5 substituents 
independently selected from halogen, Ci_(j alkyl, Ci_6 
haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, -S-Ci-6 alkyl, 

10 -CN, and -OH, or 

(4) -C l -6 alkyl substituted with Rk; 

each Ra is independently -H, -Ci-6 alkyl, or -Cl-6 haloalkyl; 
15 each Rb is independently: 



U1 


(1) 


-H, 




(2) 


-Ci-4 alkyl, 




(3) 


-Ci-4 haloalkyl, 


IBS?? 


(4) 


-Rk 


£ 20 


(5) 


-C2-3 alkenyl, 




(6) 


-Ci-4 alkyl-Rk 




(7) 


-C2-3 alkenyl-Rk, 




(8) 


-S(0) n -Rk or 




(9) 


-C(0)-Rk; 


25 







each R c is independently 

(1) -H, 

(2) -Ci-6 alkyl, 

(3) -C i _6 alkyl substituted with -N(Ra)2, or 

30 (4) -Ci-4 alkyl-aryl, wherein aryl is optionally substituted with 1 to 

5 substituents independently selected from halogen, Ci-6 alkyl, 
Ci-6 haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, -S-Ci-6 
alkyl, -CN, and -OH; 
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each Rk is independently carbocycle or heterocycle, wherein the carbocycle and 
heterocycle are unsubstituted or substituted with from 1 to 5 substituents each of 
which is independently selected from 





(a) 


halogen, 




(ft) 


-Pi & alkvl 






-Pi ^ hfllnalkvl 




W 


o Pi ^ «iVvi 




\P) 


-w-V-^J[_q IldlUdlK VI, 




w 




10 


(g) 


-CN, 




(h) 


ATT 

-OH, 




(0 


oxo, 






Pa slVvJ Pf— OW/T^a^o 




W 


Pn £L r/-n\pa 
-v (j-o aiKyi-^^— yjjssP-, 


r? 15 


(1) 


-N(R a ;-C(=0)R a , 


S3 

I fi 


\ m ) 


_m/d aVpnoT? a 






_ri z: alkv1-NfRa)-Pr=0"iRa 








E; 


IP; 






\HJ 


-Pi a alkvl-ORa 




/-a 
W 


"^0-6 aiKyi-L,U2iv £l , 










(t) 


-S02Ra, 




(u) 


-S02N(Ra)2, 


25 


(v) 


-Co-6 alkyl-C02-C2-5 alkenyl, 




(w) 


aryl, 




(x) 


aryloxy-, 




(y) 


-Ci_4 alkyl substituted with aryl, 




(z) 


heteromonocycle, 


30 


(aa) 


-Ci_4 alkyl substituted with a heteromonocycle, 




(bb) 


heteromonocyclylcarbonyl-Co-6 alkyl-, and 




(cc) 


N-heteromonocyclyl-N-C l -6 alkyl-amino-; 

wherein the aryl group in (w) aryl, (x) aryloxy, and (y) -Cj_4 



alkyl substituted with aryl, is optionally substituted with from 1 to 4 
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substituents independently selected from halogen, Ci-6 alkyl, -O-Ci-6 
alkyl, Cl-6 alkyl substituted with N(Ra)2, Ci-6 haloalkyl, and -OH; 
and 

wherein the heteromonocyclyl group in (z) heteromonocycle, 
5 (aa) -Ci-4 alkyl substituted with a heteromonocycle, 

(bb) heteromonocyclyl-carbonyl-Co-6 alkyl-, and (cc) N- 
heteromonocyclyl-N-Ci-6 alkyl-amino- is optionally substituted with 
from 1 to 4 substituents independently selected from halogen, Ci-6 
alkyl, -O-Ci-6 alkyl, Ci-6 haloalkyl, oxo, and -OH; and 

each n is independently an integer equal to 0, 1 or 2; 

and with the proviso that when Zl is C-Q3, Z2 is C-Q4 Z3 is CH, and X is C-Ql, 
then Y is not C-Q2; 

or a pharmaceutically acceptable salt thereof. 

2. The compound according to claim 1, wherein 
20 X is N; 

Y is C-Q2; 
Zl is C-Q3; 

25 

Z2 is C-Q4; and 
Z3 is CH; 

30 or a pharmaceutically acceptable salt thereof. 

3. The compound according to claim 2, wherein 
A is phenyl; and 
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15 



Q3 and Q4 are both -H; 

or a pharmaceutically acceptable salt thereof. 

4. The compound according to claim 1, which is a compound of 

Formula (II): 




L is 

(i) a single bond; 

(ii) -(CH2)l-3~, which is optionally substituted with 1 or 2 
substituents independently selected from the group consisting of halogen, -OH, -Ci_4 
alkyl, -0-Ci_4 alkyl, -CO2CH3, -C02CH2-phenyl, phenyl, benzyl, -(CH2)l-20H, 
-CH(OH)-phenyl, and -CH(NH2)-phenyl; 

(iii) -(CH2)0-1-CH=CH-(CH2)-, which is optionally substituted 

with 1 or 2 substituents independently selected from the group consisting of halogen, 
-OH, -C1-4 alkyl, and -0-Ci_4 alkyl; 

(iv) 
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I'Tl 



"(CH^oy-^;^— (ch 2 ) 0 — 

'v , wherein u and v are 

each integers having a value of from 0 to 4, provided that the sum of u + v is 1, 2, 3 or 
4; or 

(v) a heteroatom-containing chain which is -N(R a )-(CH2)l-2-> 
5 -CH2-OC(=0)-CH2-, or -CH2-C(=0)0-CH2-; 

Zl is N or C-Q3; 

Q2 and Q3 are as defined in (i) or (ii) as follows: 
10 (i) Q2 is 

(1) -H, 

(2) -Ci-4 alkyl, 

(3) -Cl-4 fluoroalkyl, 

(4) -O-Ci-4 alkyl, 

15 (5) -O-Ci-4 fluoroalkyl, 

(6) halo, 

(7) -CN, 

(8) -Ci-4 alkyl-ORa, 

(9) -(CH 2 )0-2C(=O)Ra, 
20 (10) -(CH2)0-2CO2Ra 

(11) -(CH 2 )0-2SRa, 

(12) -N(Ra) 2 , 

(13) -Cl-4 alkyl -N(Ra) 2 , 

(14) -(CH 2 )0-2C(=O)N(R a ) 2 , 

25 (15) -G-Ci-6 alkyl-C(=0)N(Ra) 2 , wherein G is O, S, N(R a ), or 

N(S02R a ), 

(16) -N(Ra)-C(Ra)=0, 

(17) -(CH 2 )l-3-N(Ra)-C(R a )=0, 

(18) -C(=O)-N(Ra)-(CH 2 )l-3-[C(=O)]0-l-N(R a )2, 

30 (19) -C(=0)-N(Ra)-Ci_4 alkyl substituted with 1 or 2 -ORa 

(20) -S02R a , 

(21) -N(Ra)S02Ra 
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(22) -C2-4 alkenyl, 

(23) -C2-4 alkenyl-C(=0)-N(Ra)2, 

(24) -C2-3 alkynyl, 

(25) — C-C-CH 2 N(R a ) 2 t 

(26) — C=C-CH 2 OR a ? 

(27) — C— C — CH 2 SR 

— C=C — CH 2 S0 2 R a s 



(32) -N(Ra)-Ci-4 alkyl-ORa, 

(33) -N(Ra)-Ci_4 alkyl-N(Ra) 2 , 

(34) -N(Ra)-Ci-4 alkyl-N(Ra)-C(Ra)=0, 

(35) -N(Ra)-C0-4 alkyl-[C(=0)]i-2N(Ra) 2 , 

(36) -N(Ra)-Ci-4 alkyl-C02R a , 

(37) -N(Ra)C(=0)N(R a )-Ci_4 alkyl-C(=0)N(Ra)2, 

(38) -N(Ra)C(=0)-Ci-4 alkyl-N(Ra)2, 

(39) -N(R a )-S02-N(Ra) 2 , 

(40) -R k , 

(41) -Ci-4 alkyl substituted with Rk 

(42) -Ci-4 fluoroalkyl substituted with Rk 

(43) -C2-5 alkenyl-Rk, 

(44) -C2-5 alkynyl-Rk 

(45) -O-Rk, 

(46) -O-Ci-4 alkyl-Rk, 

(47) -S(0) n -Rk, 

(48) -S(0)n-Ci-4 alkyl-Rk, 

(49) -O-Ci-4 alkyl-ORk, 

(50) -O-Ci-4 alkyl-O-Ci-4 alkyl-R k , 

(51) -O-Ci-4 alkyl-S(0) n Rk, 




,a 



(29) 



(30) 
(3D 
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(52) -N(RC)-Rk 

(53) -N(R C )-Ci_4 alkyl substituted with one or two Rk groups, 

(54) -N(Rc)-Ci-4 alkyl-ORk 

(55) -C(=0)-Rk 

(56) -C(=0)N(Ra)-Rk, 

(57) -N(Ra)C(=0)-Rk, 

(58) -C(=0)N(Ra)-Ci-4 alkyl-Rk, or 

(59) -N(Ra)-Co-4 alkyl-S(0) n R k ; 



Q3is 

(1) -H, 

(2) -Ci-4 alkyl, 

(3) -Ci-4fluoroalkyl, 

(4) -O-C i_4 alkyl, 

(5) -O-Ci-4 fluoroalkyl, 

(6) halo selected from -F, -CI, and -Br, 

(7) -CN, 

(8) -Ci-4 alkyl-ORa, or 

(9) -C 1_4 alkyl substituted with Rk; or 



(ii) alternatively, Q2 and Q3 together with the carbon atoms to 
which they are attached and the fused ring carbon atom attached therebetween form 
5- or 6-membered monocyclic heterocycle, wherein the heterocycle contains 1 or 2 
heteroatoms selected from nitrogen, oxygen and sulfur, and wherein the heterocycle 
optionally substituted with from 1 to 3 substituents independently selected from 



(1) 


-Ci_4 alkyl, 


(3) 


-C 1-4 fluoroalkyl, 


(4) 


-O-C 1-4 alkyl, 


(5) 


-O-C 1-4 fluoroalkyl, 


(6) 


halo, 


(7) 


-CN, 


(8) 


-Ci-4 alkyl-ORa, 


(9) 


-Ci-4 alkyl-S(0) n R a , 


(10) 


-Ci-4 alkyl-N(Ra) 2 , 
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(11) -C1-4 alkyl-C(=0)-N(Ra) 2 , 

(12) -C1-4 alkyl-C0 2 Ra, 

(13) oxo, 

(14) -Rk, and 

(15) -C l -4 alkyl substituted with Rk; 



Q4is: 





(1) 


-H, 




(2) 


-Cl-4 alkyl, 


1 n 


(3) 


-Ci-4 fluoroalkyl, 




(4) 


-O-Ci-4 alkyl, 




(5) 


-O-Ci-4 fluoroalkyl, 




(6) 


halo selected from -F, -CI 




(7) 


-CN, 


Id 


(8) 


-Ci-6 alkyl-ORa, 




(9) 


-N(Ra)2, or 




(10) 


-Cl-6 alkyl -N(Ra) 2 ; 




each of Rl and R2 is independently: 


20 


(1) 


-H, 




(2) 


-Ci-4 alkyl, 




(3) 


-Ci_4 fluoroalkyl, 




(4) 


-O-Ci-4 alkyl, 




(5) 


-O-C1.4 fluoroalkyl, 


25 


(6) 


-OH, 




(7) 


halo, 




(8) 


-CN, 




(9) 


-Ci-4 alkyl-ORa, 




(10) 


-(CH 2 )0-2C(=O)Ra, 


30 


(11) 


-(CH 2 )0-2CO 2 Ra, 




(12) 


-(CH 2 ) 0 -2SRa, 




(13) 


-N(Ra) 2 , 




(14) 


-Cl-4 alkyl N(Ra) 2 , 




(15) 


-(CH 2 ) 0 - 2 C(=O)N(Ra) 2 , 
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(16) 


-Cl-4 alkyl-N(Ra)-C(Ra)=0, 






(17) 


-S02Ra 






(18) 


-N(Ra)S02R a , 






(19) 


-0-Ci_4alky]-ORa 




5 


(20) 


-O-Ci-4 alkyl-SRa, 






(21) 


-O-Cl-4 alkyl-NH-C02R a , 






(22) 


-0-C9-4 alkyl-N(Ra)2, 






(23) 


-N(Ra)-Ci-4 alkyl-SRa, 






(24) 


-N(Ra)-Ci-4 alkyl-ORa, 




10 


(25) 


-N(Ra)-Ci_4 alkyl-N(Ra)2, 






(26) 


-N(Ra)-Ci-4 alkyl-N(Ra)_C(Ra)=0, 








-Rk 






(28) 


-Ci_4 alkyl substituted with 1 or 2 Rk groups, 


MM 




(29) 


-Ci_4 fluoroalkyl substituted with 1 or 2 Rk groups, 




i < 

j. j 




n T?k 


83 




(3D 


-O-Ci zl alkvl-Rk 


hj 




(32) 


-S(0)B-Rk 






(33) 


-S(0) n -Ci-4 alkyl-Rk 






(34) 


-0-Ci_4alkyl-ORk 




20 


(35) 


-O-Ci-4 alkyl-O-Ci-4 alkyl-Rk, 






(36) 


-O-Ci-4 alkyl-S(0) n Rk, or 






(37) 


-C0-4 alkyl-N(Rb)(Rk) ; 



each of R3 and R4 is independently 



25 


(1) 


-H, 




(2) 


halo, 




(3) 


-CN, 




(4) 


-OH, 




(5) 


Cl-4 alkyl, 


30 


(6) 


Ci-4 fluoroalkyl, 




(7) 


-O-Ci-4 alkyl, 




(8) 


-O-Ci-4 fluoroalkyl, 




(9) 


-Cl-4 alkyl-ORa, 




(10) 


-O-C1-4 alkyl-ORa, 
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(11) 

(12) 
(13) 



-O-Ci-4 alkyl-SRa, 
-O-Ci-4 alkyl-NH-C02R a , or 
-O-C2-4 alkyl-N(Ra)2; 



R5 is 



(1) 



(2) -Ci_4 alkyl, optionally substituted with 1 or 2 substituents 
independently selected from halogen, -O-Ci-4 alkyl, -O-Ci-4 
fluoroalkyl, -N(Ra)2, and -C02R a ; 

(3) phenyl optionally substituted with from 1 to 3 substituents 
independently selected from halogen, Ci-4 alkyl, C1.4 
fluoroalkyl, -O-C1-4 alkyl, -O-C1 .4 fluoroalkyl, -S-Ci-4 alkyl, 

-CN, and -OH, or 

(4) -Ci-4 alkyl substituted with phenyl; 



each R a is independently -H or -Ci-4 alkyl; 

each Rb is independently: 

(1) -H, 

(2) -Ci-4 alkyl, 

(3) -Ci-4 fluoroalkyl, 

(4) -Rk, 

(5) -Ci_4 alkyl-Rk, 

(6) -S(0)n-Rk, or 

(7) -C(=0)-Rk; 

each Rc is independently 



(1) -H, 

(2) -C1-4 alkyl, 

(3) -Ci-4 alkyl substituted with -N(R a )2> or 

(4) -Ci-4 alkyl-phenyl, wherein the phenyl is optionally substituted 

with 1 to 3 substituents independently selected from halogen, 
C1-4 alkyl, Ci-4 fluoroalkyl, -O-C1.4 alkyl, -O-C1.4 
fluoroalkyl, -S-Ci-4 alkyl, -CN, and -OH; 
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each Rk is independently: 

(1) aryl selected from phenyl and naphthyl, wherein aryl is 
unsubstituted or substituted with from 1 to 5 substituents independently selected from: 

(a) halogen, 

(b) Ci-6 alkyl, 

(c) Ci-6 fluoroalkyl, 

(d) -O-Ci-6 alkyl, 

(e) -O-Ci-6 fluoroalkyl, 

(f) phenyl, 

(g) -S-Ci-6 alkyl, 

(h) -CN, 

(i) -OH, 

(j) phenyloxy, unsubstituted or substituted with from 1 to 3 
substituents independently selected from: 

(i) halogen, 

(ii) Ci-6 alkyl, 

(iii) Ci-6 fluoroalkyl, and 

(iv) -OH, 
(k) -N(Ra) 2 , 

(1) -Ci-6alkyl-N(Ra) 2 , 

(m) -Rt, 

(p) -(CH 2 )0-3C(=O)N(Ra) 2 , and 
(q) -(CH 2 )0-3C(=O)Ra; 
(2) -C3-7 cycloalkyl, unsubstituted or substituted with from 1 to 3 
substituents independently selected from: 



(a) 


halogen, 


(b) 


Ci-6 alkyl, 


(c) 


-O-Ci-6 alkyl, 


(d) 


Ci-6 fluoroalkyl, 


(e) 


-O-Ci-6 fluoroalkyl, 


(f) 


-CN, 


(h) 


phenyl, and 


(j) 


-OH; 
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(3) -C3-7 cycloalkyl fused with a phenyl ring, unsubstituted or 
substituted with from 1 to 5 substituents independently selected from: 

(a) halogen, 

(b) Ci_6 alkyl, 

5 (c) -0-Ci_6 alkyl, 

(d) Ci-6 fluoroalkyl, 

(e) -O-Ci-6 fluoroalkyl, 

(f) -CN, and 

(g) -OH; 

10 (4) a 5- or 6- membered heteroaromatic ring containing from 1 to 4 

heteroatoms independently selected from oxygen, nitrogen and sulfur, wherein the 
f I heteroaromatic ring is unsubstituted or substituted on nitrogen or carbon with from 1 

MB to 5 substituents independently selected from: 

I] (a) halogen, 

W 15 (b) Ci-6 alkyl, 

15 (c) C i_6 fluoroalkyl, 

y (d) -O-Ci-6 alkyl, 

f (e) -O-Ci-6 fluoroalkyl, 

Q (f) phenyl, 

M; 20 (g) -S-Ci-6 alkyl, 

N (h) -CN, 

N (i) -OH, 

(j) phenyloxy, unsubstituted or substituted with from 1 to 3 
substituents independently selected from: 
25 (i) halogen, 

(ii) Ci-6 alkyl, 

(iii) Ci-6 fluoroalkyl, and 

(iv) -OH, 
(k) -N(Ra) 2 , 

30 (1) -Ci-6 alkyl-N(Ra) 2 , 

(m) -Rt, 

(n) oxo, 

(o) -(CH2)0-3C(=O)N(Ra) 2 , and 

(p) -(CH 2 )0-3C(=O)Ra ; 
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(5) a 5- or 6- or 7- membered saturated heterocyclic ring 
containing from 1 to 3 heteroatoms independently selected from oxygen, nitrogen and 
sulfur, wherein the heterocyclic ring is unsubstituted or substituted with from 1 to 4 
substituents independently selected from: 



.J 


(a} 


lICLLweLt/ll, 




(b) 


Ct f\ alkvl 




(c) 


-O-Ci-6 alkyl, 




(d) 


Ci_6 fluoroalkyl, 




(e) 


-O-Ci ^ fhioroalkvl 


1U 


\X) 


-UN, 






0X0, 




(A) 
W 


pnenyi 
benzyl, 




0) 


phenylethyl, 


15 




-Uri, 




w 


















(o) 


-N(Ra)-C02R a , 


20 




-fCH?)i ^NfR a )-Cf=0)Ra 






-NfRa^o 




(r) 


-(CM2)l-3M(i< a )2> 




(s) 


-(CH 2 )l-3-ORa, 




(t) 


-(CH 2 )0-3CO 2 Ra, 


25 


00 


-(CH 2 )0-3-O-(CH 2 )i-3-ORa, 




(v) 


-S02Ra 




(w) 


-S0 2 N(Ra) 2 , 




(x) 


-(CH 2 )0-3C(=O)O(CH 2 )i-2CH=CH 2 , 




(y) 


-Rt, 


30 


(z) 


-(CH 2 ) 0 -3C(=O)Rt, 




(aa) 


-N(Ra)Rt, and 




(bb) 


-(CH 2 )l-3R t ; or 



(6) an 8- to 10- membered heterobicyclic ring containing from 1 to 
4 heteroatoms independently selected from oxygen, nitrogen and sulfur, wherein the 
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heterobicyclic ring is saturated or unsaturated, and is unsubstituted or substituted with 
from 1 to 5 substituents independently selected from: 





(a) 


halogen, 




(b) 


Ci-6 alkyl, 


5 


(c) 


-O-Ci-6 alkyl, 




(d) 


Ci_6 fluoroalkyl, 




(e) 


-O-Ci-6 fluoroalkyl, 




(f) 


-CN, 




(g) 


=0, and 


10 


00 


-OH; 



Rt is naphthyl or a 5- or 6-membered heteromonocylic ring containing from 1 to 4 
nitrogen atoms, wherein the heteromonocyclic ring is saturated or unsaturated, and 
wherein the naphthyl or the heteromonocyclic ring is unsubstituted or substituted with 
15 from 1 to 4 substituents independently selected from halogen, oxo, Ci-4 alkyl, and 
-O-Ci-4 alkyl; and 

n is an integer equal to 0, 1 or 2; 
20 or a pharmaceutically acceptable salt thereof. 

5. The compound according to claim 4, wherein 



25 



Zl is CH; 
Q2is 



(1) -H, 

(2) -Ci-4 alkyl, 

(3) -(CH 2 )0-2CF 3 , 
30 (4) -O-Ci-4 alkyl, 



(5) -O-(CH 2 )0-2CF 3 , 

(6) halo selected from -F, -CI and -Br, 

(7) -CN, 

(8) -(CH 2 )l-30Ra 
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10 



IfF; 

in 

g 

y. 



15 



20 



25 



30 



(9) 

(10) 

(11) 

(12) 

(13) 

(14) 

(15) 

(16) 
(17) 
(18) 
(19) 
(20) 
(21) 
(22) 

(23) 
(24) 
(25) 



(26) 
(27) 
(28) 
(29) 
(30) 
(31) 
(32) 
(33) 
(34) 
(35) 

(36) 
(37) 

(38) 

(39) 
(40) 



-(CH2)0-2C(=O)Ra 

-(CH2)0-2CO 2 Ra 

-(CH2)0-2SRa 

-N(Ra) 2 , 

-(CH 2 )l-3N(Ra) 2 , 
-(CH 2 )0-2C(=O)N(Ra) 2 , 

-G-(CH 2 )l-2-C(=0)N(Ra) 2 , wherein G is O, S, N(Ra), or N(S0 2 Ra), 

-N(Ra)-C(Ra)=0, 

-(CH2)l-2-N(Ra)-C(Ra)=0, 

-C(=O)-N(Ra)-(CH 2 )l-3-[C(=O)]0-l-N(Ra) 2) 

-C(=0)-N(Ra)-(CH 2 )l- 2 H substituted with 1 or 2 -ORa 

-S02R a , 

-N(Ra)S0 2 R a , 

-CH=CH-(CH 2 )0-l-C(=O)-N(Ra) 2 , 
— C=C-CH 2 OR a 
— OC-CH 2 SR a 
— C=C-CH 2 S0 2 R a 



R a 



OH 



NR 

-N(Ra)-(CH2)l-4SRa, 
-N(Ra)-(CH2)l-40Ra 

-N(Ra)-(CH2)l-4-N(Ra) 2 , 

-N(Ra).(CH2)l-4N(Ra)-C(Ra)=0, 

-N(Ra)-(CH 2 )0-2-[C(=O)]i-2N(Ra)2, 

-N(Ra)-(CH2)l-4-C02Ra, 

-N(Ra)C(=0)N(Ra)-(CH 2 )l-4-C(=0)N(Ra) 2 , 

-N(Ra)C(=0)-(CH2)l-4-N(Ra) 2 , 

-N(Ra)-S02-N(Ra)2, 

-Rk 

-(CH 2 )l-4R k , 
— C=C-CH 2 R k 

-O-Rk 
-S(0) n -Rk, 
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(41) -N(RC)-Rk 

(42) -N(RC)-(CH2)l -4H substituted with one or two Rk groups, 







NfRCTi fPTTo'ii /ifYRk 




(44) 


-C(=0)-Rk 


5 


(45) 


-C(=0)N(Ra)-Rk, 




(46) 


-N(Ra)C(=0)-Rk, or 




(47) 


-C(=0)N(Ra)-(CH2)l-4R k ; and 




(48) 


-N(Ra)-S(0) n Rk; 


10 


Q4 is -H; 






each of Rl and R.2 is independently: 






-H 




(2) 


-Ci-4 alkyl, 


W 15 


(3) 


-(CH2)0-2CF3 


Oj 


v v 




ui 


(5) 


-O-(CH2)0-2CF 3 , 


5 


(6) 


-OH, 




(7) 


halo selected from -F, -CI and -Br, 


^ 5 20 

n 


(8) 


-CN, 




(9) 


-(CH 2 )l-30Ra 




(10) 


-(CH 2 )0-2C(=O)Ra 




(11) 


-(CH2)0-2CO 2 Ra 




(12) 


-(CH 2 )0-2SRa, 


25 


(13) 


-N(Ra) 2 , 




(14) 


-(CH 2 )l-3N(Ra) 2 , 




(15) 


-(CH 2 )0-2C(=O)N(Ra) 2 , 




(16) 


-Ci-4 alkyl-N(Ra)-C(Ra)=0, 




(17) 


-S0 2 R a , 


30 


(18) 


-N(Ra)S02R a , 




(19) 


-0-(CH2)l-40Ra 




(20) 


-0-(CH 2 )l-4SRa, 




(21) 


-0-(CH 2 )l-4NH-C02Ra, 




(22) 


-0-(CH 2 )2-4N(Ra) 2 , 
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(23) -N(Ra)-(CH2)l-4SRa 

(24) -N(Ra)-(CH2)l-40Ra 

(25) -N(Ra)-(CH 2 )l-4N(Ra) 2 , 

(26) -N(Ra)-(CH2)l-4N(Ra)-C(Ra)=0, 

5 (27) -Rk 

(28) -(CH2)l-4H substituted with 1 or 2 Rk groups, 

(29) -O-Rk 

(30) -0-(CH 2 )l-4Rk 

(31) -S(0) n -Rk, 

10 (32) -S(0) n -(CH2)l-4Rk ; 

(33) -0-(CH 2 )l-40Rk 

(34) -0-(CH 2 )l-4-0-(CH 2 )l-4Rk 

(35) -0-(CH2)l-4SRk, or 

(36) -(CH 2 )0-4N(Rb)(Rk); 



W 15 



each of R3 and is independently 

(1) -H, 

(2) halo selected from -F, -CI and -Br, 

(3) -CN, 
20 (4) -OH, 

(5) Ci_4 alkyl, 

(6) -(CH 2 )0-2CF 3 , 

(7) -O-Ci-4 alkyl, or 

(8) -O(CH2)0-2CF3; and 



25 



R5 



IS 



(1) -H, 

(2) -Ci-4 alkyl, 

(3) -(CH 2 )l-4N(Ra) 2 , 
30 (4) -(CH2)l-4C02Ra 

(5) phenyl optionally substituted with from 1 to 3 substituents 
independently selected from halogen, Ci-4 alkyl, -(CH 2 )0- 
2CF3, -O-C1-4 alkyl, -O(CH2)0-2CF3, -S-C1.4 alkyl, -CN, 
and -OH, or 
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(6) -(CH 2 )l-4-phenyl; 

or a pharmaceutic ally acceptable salt thereof. 

5 6. The compound according to claim 5, which is a compound of 

Formula (III): 




(ni); 

10 or a pharmaceutical^ acceptable salt thereof. 

7. The compound according to claim 6 ? wherein 

L is 

15 (i) a single bond; 

(ii) -(CH2)l-3~, which is optionally substituted with 1 or 2 

substituents independently selected from the group consisting of -F, -CI, -Br, -OH, 
methyl, ethyl, -CO2CH3, -C02CH2-phenyl, phenyl, benzyl, -(CH2)l-20H, 
-CH(OH)-phenyl, and -CH(NH2)-phenyl; or 
20 (iii) 




(CH 2 ) 0 _-r-\ y — (CH 2 ) 0 — 

'v 9 wherein u and v are 

each integers having a value of from 0 to 3, provided that the sum of u + v is 1, 2, 3 or 
4; 

25 each of Rl and R2 is independently: 

(1) -H, 

(2) methyl, 
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5 



10 



W 15 

" % 5 



C 20 



25 



30 



(3) ethyl, 

(4) CF 3) 

(5) methoxy, 

(6) ethoxy 

(7) -OCF3 

(8) halo selected from -F, -CI and -Br, 

(9) -CN, 

(10) -CH20Ra 

(11) -C02R*, 

(12) -SRa 

(13) -N(Ra) 2 , 

(14) -(CH 2 )l-3N(Ra) 2 , 

(15) -SC-2Ra 

(16) -(CH2)l-2N(Ra)-C(Ra)=0, 

(17) -Rk, 

(18) -(CH2)l-3H substituted with 1 or 2 Rk groups, 

(19) -O-Rk, or 

(20) -0-(CH 2 )l-3Rk; 



(1) -H, 

(2) methyl, 

(3) -(CH 2 )l-2N(Ra) 2 , 

(4) -(CH 2 )l-2C0 2 CH 3 , or 

(5) -(CH 2 )i-2C02CH 2 CH 3 ; 

(6) phenyl, or 

(7) benzyl; 



each R a is independently -H or -Cj_4 alky]; 
each R c is independently 



(1) 
(2) 

(3) 



-H, 

-Ci-4 alkyl, 
-(CH 2 )l-4N(Ra) 2 , or 
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(4) -(CH2)l-4-phenyl, wherein the phenyl is optionally substituted 

with 1 to 3 substituents independently selected from halogen, 
Ci-4 alkyl, Ci-4 fluoroalkyl, -O-Ci-4 alkyl, -O-Ci-4 
fluoroalkyl, -S-Ci-4 alkyl, -CN, and -OH; and 

5 

each Rk is independently: 

(1) aryl selected from phenyl and naphthyl, wherein aryl is 
unsubstituted or substituted with from 1 to 4 substituents independently selected from: 

(a) halogen, 
10 (b) Ci-4 alkyl, 

(c) Ci-4 fluoroalkyl, 
a (d) -0-Ci-4alkyl, 

€i (e) -O-Ci-4 fluoroalkyl, 

(f) phenyl, 
15 (g) -S-Ci-4 alkyl, 

(h) -CN, 

(i) -OH, 

(j) phenyloxy, unsubstituted or substituted with from 1 to 3 
substituents independently selected from: 
20 (i) halogen, 

(ii) Ci-4 alkyl, 

(iii) Ci_4 fluoroalkyl, and 

(iv) -OH, 
(k) -N(Ra) 2 , 

25 (1) -Ci-4 alkyl-N(Ra) 2 , 

(m) -Rt, 

(p) -(CH 2 )0-3C(=O)N(Ra) 2 , and 
(q) -(CH 2 )0-3C(=O)Ra ; 

(2) -C3-6 cycloalkyl, unsubstituted or substituted with from 1 to 3 
30 substituents independently selected from: 

(a) halogen, 

(b) C1-4 alkyl, 

(c) -O-C1-4 alkyl, 

(d) C 1 -4 fluoroalkyl, 
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(e) -O-Ci-4 fluoroalkyl, 

(f) -CN, 

(h) phenyl, and 
(J) -OH; 

5 (3) -C3-6 cycloalkyl fused with a phenyl ring ? unsubstituted or 

substituted with from 1 to 4 substituents independently selected from: 

(a) halogen, 

(b) Cm alkyl, 

(c) -O-C1-4 alkyl, 
10 (d) C1-4 fluoroalkyl, 

(e) -O-C 1 -4 fluoroalkyl , 
q (f) -CN, and 

I (g) -OH; 

\l (4) a 5- or 6- membered heteroaromatic ring selected from thienyl, 

U 15 pyridyl, imidazolyl, pyrrolyl, pyrazolyl, thiazolyl, isothiazolyl, oxazolyl, isooxazolyl, 

pyrazinyl, pyrimidinyl, triazolyl, tetrazolyl,furanyl, and pyridazinyl, wherein the 
heteroaromatic ring is unsubstituted or substituted on nitrogen or carbon with from 1 
to 4 substituents independently selected from: 
(a) halogen, 
20 (b) C1-4 alkyl, 

(c) C 1 _4 fluoroalkyl, 

(d) -0-Ci_4 alkyl, 

(e) -O-C i_4 fluoroalkyl, 

(f) phenyl, 
25 (g) -S-C1-4 alkyl, 

(h) -CN, 

(i) -OH, 

(j) phenyloxy, unsubstituted or substituted with from 1 to 3 
substituents independently selected from: 
30 (i) halogen, 

(ii) Ci-4 alkyl, 

(iii) Ci-4 fluoroalkyl, and 

(iv) -OH, 
(k) -N(Ra) 2 , 
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(1) -Ci-4 alkyl-N(Ra) 2? 

(m) -Rt, 

(n) oxo, 

(o) -(CH 2 )0-3C(=O)N(Ra) 2j and 

5 (p) -(CH 2 )0-3C(=O)Ra ; 

(5) a 5- or 6- or 7- membered saturated heterocyclic ring selected 
from piperidinyl, morpholinyl, thiomorpholinyl, thiazolidinyl, isothiazolidinyl, 
oxazolidinyl, isooxazolidinyl, pyrrolidinyl, imidazolidinyl, piperazinyl, 
tetrahydrofuranyl, pyrazolidinyl, hexahydropyrimidinyl, thiazinanyl, thiazepanyl, 
10 azepanyl, thiadiazepanyl, dithiazepanyl, diazepanyl, and thiadiazinanyl, and wherein 
the heterocyclic ring is unsubstituted or substituted with from 1 to 4 substituents 
independently selected from: 





(a) 


halogen, 




(b) 


t — 1 , -1-1 "I 

Ci-6 alkyl, 


15 


(c) 


-O-Ci-6 alkyl, 




(d) 


Ci-6 fluoroalkyl, 




(e) 


-O-Ci-6 fluoroalkyl, 




(f) 


-CN, 




(g) 


oxo, 


20 


(h) 


phenyl 




(i) 


benzyl, 




(D 


phenylethyl, 




(k) 


-OH, 




(1) 


-(CH 2 )0-3C(=O)N(Ra) 2 , 


25 


(m) 


-(CH2)0-3C(=O)Ra 




(n) 


-N(Ra)-C(=0)Ra, 




(o) 


-N(Ra)-C02Ra, 




(P) 


-(CH2)l-3N(Ra)-C(=0)Ra 




(q) 


-N(Ra) 2 , 


30 


(r) 


-(CH 2 )l-3N(Ra) 2 , 




00 


-(CH2)l-3-ORa, 




(t) 


-(CH2)0-3CO2Ra 




(u) 


-(CH 2 )0-3-O-(CH2)l-3-ORa, 




(v) 


-S02R a , 
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(w) -S02N(Ra) 2 , 

(x) -(CH2)0-3C(=O)O(CH 2 )l-2CH=CH2, 
(y) -R*. 

(z) -(CH 2 )0-3C(=O)Rt, 
5 (aa) -N(Ra)Rt and 

(bb) -(CH 2 )l-3R t ; or 
(6) an 8- to 10- membered heterobicyclic ring selected from 
indolyl, benzotriazolyl, benzoimidazolyl, imidazo[4,5-b]pyridinyl, 
dihydroimidazo[4,5-b]pyridinyl, pyrazolo[4,3-c]pyridinyl, dihydropyrazolo[4,3- 
10 c]pyridinyl, tetrahydropyrazolo[4,3-c]pyridinyl, pyrrolo[l,2-a]pyrazinyl, 
dihydropyrrolo[l,2-a]pyrazinyl, tetrahydropyrrolo[l,2-a]pyrazinyl, 
Q octahydropyrrolo[l,2-a]pyrazinyl, isoindolyl, indazolyl, indolinyl, isoindolinyl, 

*j quinolinyl, isoquinolinyl, quinoxalinyl, quinazolinyl, cinnolinyl, chromanyl, 

%j isochromanyl, hexahydropyrazolo[4,3-c]pyridinyl f hexahydropurinyl, 

j*j 15 hexahydrooxazolo[3,4a]pyrazinyl, and l,2,3,4-tetrahydro-l,8-naphthyridinyl; and 

I f| wherein the bicyclic ring is unsubstituted or substituted with from 1 to 3 substituents 

3 ; 

^ independently selected from: 





(a) 


halogen, 




(b) 


Ci_4 alkyl, 


20 


(c) 


-O-Ci-4 alkyl, 




(d) 


Ci_4 fluoroalkyl, 




(e) 


-O-Ci-4 fluoroalkyl, 




(f) 


-CN, 




(g) 


=0, and 


25 


(h) 


-OH; 



Rt is naphthyl or a 5- or 6-membered heteromonocylic ring selected from 
pyrrolidinyl, pyrazolidinyl, imidazolinyl, piperidinyl, piperazinyl, pyrrolyl, pyridyl, 
imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyrazinyl, pyrimidinyl, and pyradizinyl; 
30 and wherein the naphthyl or the heteromonocyclic ring is unsubstituted or substituted 
with 1 or 2 substituents independently selected from halogen, oxo, Ci_4 alkyl, and 
-O-Ci-4 alkyl; 



or a pharmaceutical^ acceptable salt thereof. 
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8, A compound of Formula (IV): 




O OH (IV); 





wherein 




5 


Q2 is 




y 


(1) 


-H, 




(2) 


-Ci-4 alkyl, 




(3) 


-(CH 2 )0-2CF 3) 




(4) 


-O-Ci-4 alkyl, 


y i 


(5) 


-O-(CH 2 )0-2CF 3 , 




(6) 


halo selected from -F, -CI and -Br, 




(7) 


-CN, 




(8) 


-(CH 2 )l-30Ra 


U 15 


(9) 


-(CH 2 )0-2C(=O)Ra 




(10) 


-(CH 2 ) 0 - 2 CO 2 Ra 




(ID 


-(CH 2 ) 0 - 2 SRa, 




(12) 


-N(Ra) 2 , 




(13) 


-(CH 2 )i_ 3 N(Ra) 2 , 


20 


(14) 


-(CH 2 )0- 2 C(=O)N(Ra) 2 , 




(15) 


-G-(CH 2 )i_2-C(=0)N(Ra) 2 , wherein G is O, S, N(R«), or N(S0 2 Ra), 




(16) 


-N(Ra)-C(Ra)=0, 




(17) 


-(CH2)l-2-N(Ra)-C(Ra)=0, 




(18) 


-C(=O)-N(Ra)-(CH 2 )i- 3 -[C(=O)] 0 -l-N(Ra) 2 , 


25 


(19) 


-C(=0)-N(Ra)-(CH 2 )l_ 2 H substituted with 1 or 2 -ORa 




(20) 


-S0 2 Ra 




(21) 


-N(Ra)S0 2 Ra, 




(22) 


-CH=CH-(CH 2 )0-l-C(=O)-N(Ra) 2 , 




(23) 


— C=C-CH 2 OR a 
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(24) 
(25) 



— C=C-CH 2 SR a 
— C=C-CH 2 S0 2 R a 



R a 



(26) NR a , 

(27) -N(Ra)-(CH2)l-4SRa, 
5 (28) -N(Ra)-(CH2)l-40R a , 

(29) -N(Ra)-(CH2)l-4-N(R a )2, 

(30) -N(Ra>(CH 2 )l-4N(R a )-C(Ra)=0, 

(3 1) -N(Ra)-(CH2)0-2-[C(=O)] l-2N(Ra)2, 

(32) -N(Ra)-(CH 2 )l-4-C0 2 Ra, 

10 (33) -N(Ra)C(=0)N(Ra)-(CH 2 )l-4-C(=0)N(Ra) 2 , 

(34) -N(Ra)C(=0)-(CH2)l-4-N(Ra)2, 

(35) -N(R a )-S02-N(Ra)2, 

(36) -Rk, 

(37) -(CH2)l-4R k , 



m 15 (38) 



— C=C-CH 2 R k 



(39) -O-Rk 

(40) -S(0) n -R k , 

(41) -N(RC)-Rk 

(42) -N(R C )-(CH2) 1 -4H substituted with one or two Rk groups, 
20 (43) -N(RC)-(CH2)l-40Rk, 

(44) -C(=0)-Rk 

(45) -C(=0)N(Ra)-Rk 

(46) -N(Ra)C(=0)-Rk, or 

(47) -C(=0)N(Ra)-(CH2)l-4R k ; and 
25 (48) -N(Ra)-S(0)nR k ; 

each of Rl and R 2 is independently: 

(1) -H, 

(2) methyl, 
30 (3) ethyl, 

(4) CF 3 , 

(5) methoxy, 
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(6) ethoxy 

(7) -OCF3 

(8) halo selected from -F, -CI and -Br, 

(9) -CN, 

5 (10) -CH20Ra, 

(11) -C02R3 

(12) -SRa, 

(13) -N(Ra) 2 , 

(14) -(CH 2 )l-3N(Ra) 2 , 
10 (15) -S02R a , 

(16) -(CH 2 )l-2N(Ra)-C(Ra)=0, 

(17) -Rk, 

(18) -(CH2)l-3H substituted with 1 or 2 Rk groups, 

(19) -O-Rk or 

15 (20) -0-(CH 2 )l-3R k ; 

each R a is independently -H or -Ci_4 alkyl; 

each R c is independently 
20 (1) -H, 

(2) -C1-4 alkyl, 

(3) -(CH 2 )l-4N(Ra) 2 , or 

(4) -(CH2)l-4-phenyl, wherein the phenyl is optionally substituted 

with 1 to 3 substituents independently selected from halogen, 
25 C1-4 alkyl, Ci-4 fluoroalkyl, -O-Ci-4 alkyl, -O-C1-4 

fluoroalkyl, -S-Ci-4 alkyl, -CN, and -OH; and 

each Rk is independently: 

(1) aryl selected from phenyl and naphthyl, wherein aryl is 
30 unsubstituted or substituted with from 1 to 4 substituents independently selected from: 

(a) halogen, 

(b) C1-4 alkyl, 

(c) C1-4 fluoroalkyl, 

(d) -O-C1-4 alkyl, 
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(e) -O-Ci-4 fluoroalkyl, 

(f) phenyl, 

(g) -S-Ci-4alkyl, 

(h) -CN, 

5 (i) -OH, 

(j) phenyloxy, unsubstituted or substituted with from 1 to 3 
substituents independently selected from: 

(i) halogen, 

(ii) Ci-4 alkyl, 

10 (iii) Ci_4 fluoroalkyl, and 

(iv) -OH, 

n 00 -N(Ra) 2 , 

"ass? 

;| (1) -Ci_4 alkyl-N(Ra) 2 , 

N (m) -Rt, 

W 15 (p) -(CH2)0-3C(=O)N(Ra) 2 , and 

| (q) -(CH 2 )0-3C(=O)Ra; 

f,U (2) -C3-6 cycloalkyl, unsubstituted or substituted with from 1 to 3 
y s substituents independently selected from: 





(a) 


halogen, 


M, 20 


(b) 


Ci_4 alkyl, 




(c) 


-O-C1-4 alkyl, 




(d) 


Ci-4 fluoroalkyl, 




(e) 


-O-Ci-4 fluoroalkyl, 




(f) 


-CN, 


25 


(h) 


phenyl, and 




<J) 


-OH; 



(3) -C3_6 cycloalkyl fused with a phenyl ring, unsubstituted or 
substituted with from 1 to 4 substituents independently selected from: 
(a) halogen, 
30 (b) Ci_4 alkyl, 

(c) -O-Ci-4 alkyl, 

(d) C i _4 fluoroalkyl, 

(e) -O-Ci _4 fluoroalkyl, 

(f) -CN, and 
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(g) -OH; 

(4) a 5- or 6- membered heteroaromatic ring selected from thienyl, 
pyridyl, imidazolyl, pyrrolyl, pyrazolyl, thiazolyl, isothiazolyl, oxazolyl, isooxazolyl, 
pyrazinyl, pyrimidinyl, triazolyl, tetrazo!yl,furanyl, and pyridazinyl, wherein the 
heteroaromatic ring is unsubstituted or substituted on nitrogen or carbon with from 1 
to 4 substituents independently selected from: 

(a) halogen, 

(b) Ci-4 alkyl, 

(c) Ci-4 fluoroalkyl, 

(d) -O-Ci-4 alkyl, 

(e) -O-Ci-4 fluoroalkyl, 

(f) phenyl, 

(g) -S-Ci-4 alkyl, 

(h) -CN, 

(i) -OH, 

(j) phenyloxy, unsubstituted or substituted with from 1 to 3 
substituents independently selected from: 

(i) halogen, 

(ii) Ci-4 alkyl, 

(iii) Ci_4 fluoroalkyl, and 

(iv) -OH, 
(k) -N(Ra) 2 , 

(1) -Ci-4 alkyl-N(Ra) 2 , 

(m) -Rt, 

(n) oxo, 

(o) -(CH 2 )0-3C(=O)N(Ra) 2 , and 

(p) -(CH 2 )0-3C(=O)Ra; 

(5) a 5- or 6- or 7- membered saturated heterocyclic ring selected 
from piperidinyl, morpholinyl, thiomorpholinyl, thiazolidinyl, isothiazolidinyl, 
oxazolidinyl, isooxazolidinyl, pyrrolidinyl, imidazolidinyl, piperazinyl, 
tetrahydrofuranyl, pyrazolidinyl, hexahydropyrimidinyl, thiazinanyl, thiazepanyl, 
azepanyl, thiadiazepanyl, dithiazepanyl, diazepanyl, and thiadiazinanyl, and wherein 
the heterocyclic ring is unsubstituted or substituted with from 1 to 4 substituents 
independently selected from: 
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(a) 


halogen, 




(b) 


Ci-6 alkyl, 




(c) 


-O-Ci-6 alkyl, 




(d) 


Ci_6 fluoroalkyl, 


5 


(e) 


-O-Ci-6 fluoroalkyl, 




(0 


-CN, 




(g) 


oxo, 




(h) 
(i) 


phenyl 
benzyl, 


10 


<J) 


phenylethyl, 




(k) 


-OH, 




(1) 


-(CH 2 )0-3C(=O)N(Ra) 2 , 




(m) 


-(CH 2 )0-3C(=O)Ra 




(n) 


-N(Ra)-C(=0)Ra, 


Si 15 


(o) 


-N(Ra)-C02R a , 


ftl 


(P) 


-(CH2)l-3N(Ra)-C(=0)Ra 




(q) 


-N(Ra) 2 , 


w 


(r) 


-(CH 2 )l-3N(Ra) 2 , 




(s) 


-(CH 2 )l-3-ORa 


a 20 


(t) 


-(CH 2 )0-3CO 2 Ra, 


£3 


(u) 


-(CH 2 )0-3-O-(CH 2 )l-3-ORa 




(v) 


-S02Ra 




(w) 


-S0 2 N(Ra) 2 , 




(x) 


-(CH 2 )0-3C(=O)O(CH2)l-2CH=CH 2 , 


25 


(y) 


-Rt, 




(z) 


-(CH 2 )0-3C(=O)Rt, 




(aa) 


-N(Ra)Rt, and 




(bb) 


-(CH 2 )l-3Rt; or 



(6) an 8- to 10- membered heterobicyclic ring selected from 
30 indolyl, benzotriazolyl, benzoimidazolyl, imidazo[4,5-b]pyridinyl, 

dihydroimidazo[4,5-b]pyridinyl, pyrazolo[4,3-c]pyridinyl, dihydropyrazolo[4,3- 
cjpyridinyl, tetrahydropyrazolo[4,3-c]pyridinyl, pyrrolo[l,2-a]pyrazinyl, 
dihydropyrrolo[l ,2-a]pyrazinyl ? tetrahydropyrrolo[l ,2-a]pyrazinyl, 
octahydropyrrolo[l,2-a]pyrazinyl, isoindolyl, indazolyl, indolinyl, isoindolinyl, 
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quinolinyl, isoquinolinyl, quinoxalinyl, quinazolinyl, cinnolinyl, chromanyl, 
isochromanyl, hexahydropyrazolo[4,3-c]pyridinyl, hexahydropurinyl, 
hexahydrooxazolo[3,4a]pyrazinyl, and l,2,3,4-tetrahydio-l,8-naphthyridinyl; and 
wherein the bicyclic ring is unsubstituted or substituted with from 1 to 3 substituents 
5 independently selected from; 



10 



(a) 


halogen, 


(b) 


Ci_4 alkyl, 


(c) 


-O-Ci-4 alkyl, 


(d) 


Ci_4 fluoroalkyl, 


(e) 


-O-Ci-4 fluoroalkyl, 


(f) 


-CN, 


(g) 


=0, and 


(h) 


-OH; and 



Rt is naphthyl or a 5- or 6-membered heteromonocylic ring selected from 
pyrrolidinyl, pyrazolidinyl, imidazolinyl, piperidinyl, piperazinyl, pyrrolyl, pyridyl, 
imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyrazinyl, pyrimidinyl, and pyradizinyl; 
and wherein the naphthyl or the heteromonocyclic ring is unsubstituted or substituted 
with 1 or 2 substituents independently selected from halogen, oxo, C1.4 alkyl, and 
-O-C1-4 alkyl; 

or a pharmaceutically acceptable salt thereof. 

9. The compound according to claim 8, wherein 
25 

Q2is 



(1) 


-H, 


(2) 


methyl, 


(3) 


ethyl, 


(4) 


CF 3) 


(5) 


methoxy, 


(6) 


ethoxy 


(7) 


-OCF3 


(8) 


halo selected from -F, -CI and -Br, 
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(9) -CN, 

(10) -CH 2 OH, 

(11) -CH2OCH3 

(12) -(CH 2 )0-2C(=O)CH 3 , 
5 (13) -(CH2)0-2CO 2 CH 3 , 

(14) -SRa 

(15) -N(Ra) 2 , 

(16) -(CH 2 )l-2N(Ra) 2 , 

(17) -(CH 2 )0-2C(=O)N(Ra) 2 , 
10 (18) -S-CH2-C(=0)N(Ra) 2 , 

(19) -0-CH 2 -C(=0)N(Ra) 2 , 

(20) -N(S02R a )-CH2-C(=0)N(Ra) 2 , 

(21) -N(Ra)-C(R a )=0, 

(22) -C(=0)-N(R a )-(CH 2 ) 1 -2-C(=0)N(R a ) 2 , 
15 (23) -C(=0)-N(R a )-(CH 2 )l-20Ra 

(24) -C(=0)-N(Ra)-(CH 2 )l-3-N(Ra) 2 , 

(25) -S0 2 Ra 

(26) -N(Ra)S02Ra 

(27) -CH=CH-C(=0)-N(Ra) 2 , 
20 (28) C=C-CH 2 OR a 

(29) C— C CH2SR a 

(30) C=C — Ch^SC^R 3 

(31) NH 

(32) -N(Ra)-(CH 2 )l- 3 SRa 
25 (33) -N(Ra)-(CH 2 )l-30Ra 

(34) -N(Ra)-(CH 2 )l-3N(Ra) 2 , 

(35) -N(Ra)-(CH2)l -3N(Ra)-C(Ra)=0, 

(36) -N(Ra)CH2-C(=0)N(Ra) 2 , 

(37) -N(Ra)-C(=0)-C(=0)-N(Ra) 2 , 
30 (38) -N(Ra)-C(=0)-N(Ra) 2 , 

(39) -N(Ra)-(CH 2 )l-2-C0 2 Ra, 

(40) -N(Ra)-C(=0)-N(Ra)-(CH 2 ) 1 -2-C(=0)-N(Ra) 2 , 
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(41) -N(Ra)-C(=0)-(CH2)l-2-C(=0)-N(Ra) 2 , 

(42) -N(Ra)-S02-N(Ra)2, 

(43) -Rk 

(44) -(CH 2 )l-4R k , 

5 (45) — C=C-CH 2 R k ^ 

(46) -O-Rk, 

(47) -S-Rk, 

(48) -S02-Rk, 

(49) -N(Rc)-Rk 

10 (50) -N(RC)-(CH2)l-4H substituted with one or two Rk groups, 

(51) -N(Rc)-(CH2)l-40Rk 

(52) -C(=0)-Rk, 

(53) -C(=0)N(Ra)-Rk 

(54) -N(Ra)-C(=0)-Rk 

15 (55) -C(=0)N(Ra)-(CH2)l-4R k 5 or 

(56) -N(Ra)-S02Rk 



each of Rl and R2 is independently: 





(1) 


-H, 


20 


(2) 


methyl, 




(3) 


ethyl, 




(4) 


CF 3 , 




(5) 


methoxy, 




(6) 


ethoxy 


25 


(7) 


-OCF3 




(8) 


halo selected from -F and -CI, 




(9) 


-CN, 




(10) 


-CH20Ra, 




(11) 


-C02Ra 


30 


(12) 


-SRa, 




(13) 


-N(Ra) 2 , 




(14) 


-(CH 2 )l-3N(Ra) 2 , 




(15) 


-S02R a , 




(16) 


-Rk 
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(17) -(CH 2 )l-3Rk 

(18) -O-Rk or 

(19) -0-(CH 2 )i-3Rk; 

5 each Ra is independently -H or -Ci-4 alkyl; 

each Rc is independently -H, -Ci_4 alkyl, or -(CH2)l-3N(Ra)2; 

each Rk is independently: 
0 (1) phenyl which is unsubstituted or substituted with from 1 to 4 

substituents independently selected from: 





(a) 


halogen selected from -F, -CI, and -Br, 




(b) 


methyl or ethyl, 




(c) 


-CF 3 , 


15 


(d) 


methoxy, 




(e) 


-OCF3, 




(f) 


phenyl, 




(g) 


-S-CH 3 , 




(h) 


-CN, 


20 


(i) 


-OH, 




(j) 


phenyloxy 




(k) 


-N(Ra) 2 , 




(1) 


-(CH 2 )l-3N(Ra) 2 , 




(m) 


-Rt, 


25 


(P) 


-(CH2)0-3C(=O)N(Ra) 2 , and 




(q) 


-(CH 2 )0-3C(=O)Ra ; 




(2) -C 3 . 


-6 cycloalkyl, 



(3) a 5- or 6- membered heteroaromatic ring selected from thienyl, 
pyridyl, imidazolyl, pyrrolyl, pyrazolyl, thiazolyl, isothiazolyl, oxazolyl, isooxazolyl, 
30 pyrazinyl, pyrimidinyl, triazolyl, tetrazolyl, furanyl, and pyridazinyl, wherein the 
heteroaromatic ring is unsubstituted or substituted on nitrogen or carbon with 1 or 2 
substituents independently selected from: 

(a) halogen selected from -F, -CI, and -Br, 

(b) methyl or ethyl, 



-397- 



20757Y 



5 



(c) 


-CF 3 , 


(d) 


methoxy, 


(e) 


-OCF3, 


(f) 


-S-Ci_6 alkyl, 


(g) 


-CN, 


(h) 


-OH, 


(i) 


-N(Ra) 2 , 


(j) 


-C1-6 alkyl-N(Ra) 2 , 


00 


-Rt, 


0) 


oxo, 


(m) 


-(CH 2 )0-3C(=O)N(Ra) 2 , and 


(n) 


-(CH 2 )0-3C(=O)Ra ; 



(4) a 5- or 6- or 7- membered saturated heterocyclic ring selected 
from piperidinyl, morpholinyl, thiomorpholinyl, thiazolidinyl, isothiazolidinyl, 
15 oxazolidinyl, isooxazolidinyl, pyrrolidinyl, imidazolidinyl, piperazinyl, 

tetrahydrofuranyl, pyrazolidinyl, hexahydropyrimidinyl, thiazinanyl, thiazepanyl, 
azepanyl, thiadiazepanyl, dithiazepanyl, diazepanyl ? and thiadiazinanyl; and wherein 
the heterocyclic ring is unsubstituted or substituted with 1 to 4 substituents 
independently selected from: 



20 



(a) 


halogen selected from -F, -CI, and -Br, 


(b) 


methyl or ethyl, 


(c) 


-CF 3 , 


(d) 


methoxy, 


(e) 


-OCF3, 


(f) 


-CN, 


(g) 


=0, 


(h) 


phenyl, 


(i) 


benzyl, 


(j) 


phenylethyl, 


(k) 


-OH, 


(1) 


-(CH 2 )0-3C(=O)N(Ra) 2 , 


(m) 


-(CH 2 )0-3C(=O)Ra 


(n) 


N(Ra)-C(=0)Ra, 


(0) 


N(Ra)-C02Ra 
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5 



(p) 


(CH2)l-3N(Ra)-C(=0)Ra 


(q) 


N(Ra) 2 , 


(r) 


(CH 2 )i- 3 N(Ra) 2 , 


(s) 


S02R a , 


(t) 


-(CH 2 ) 0 -3C(=O)Rt, 


(u) 


-Rt, 


(v) 


-N(Ra)Rt, and 


(w) 


-(CH2)l-3Rt; and 



(5) an 8- to 10- membered heterobicyclic ring selected from 
10 indolyl, benzotriazolyl, benzoimidazolyl, imidazo[4,5-b]pyridinyl, 

dihydroimidazo[4,5-b]pyridinyl, pyrazolo[4,3-c]pyridinyl ? dihydropyrazolo[4,3- 
c]pyridinyl, tetrahydropyrazolo[4,3-c]pyridinyl, pyrrolo[l,2-a]pyrazinyl, 
dihydropyrrolo [ 1 ,2-a]pyrazinyl , tetrahydropyrrole [ 1 ,2-a]pyrazinyl , 
octahydropyrrolo[l,2-a]pyrazinyl, isoindolyl, indazolyl, indolinyl, isoindolinyl, 
15 quinolinyl, isoquinolinyl, quinoxalinyl, quinazolinyl, cinnolinyl, chromanyl, 

isochromanyl, and l,2,3,4-tetrahydro-l,8-naphthyridinyl, wherein the bicyclic ring is 
unsubstituted or substituted with 1 or 2 substituents independently selected from: 





(a) 


halogen selected from -F, -CI, and -Br, 




(b) 


methyl or ethyl, 


20 


(c) 


-CF 3 , 




(d) 


methoxy, 




(e) 


-OCF 3 , 




(f) 


-CN, 




(g) 


=0, and 


25 


(h) 


-OH; 



Rt is selected from pyrrolidinyl, pyrazolidinyl, imidazolinyl, piperidinyl, piperazinyl, 
pyrrolyl, pyridyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyrazinyl, pyrimidinyl, 
and pyradizinyl; any one of which is unsubstituted or substituted with 1 or 2 
30 substituents independently selected from -F, -CI, -Br, oxo, methyl, and methoxy; 

or a pharmaceutically acceptable salt thereof. 
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10. The compound according to claim 9, which is a compound of 



Formula (VI): 




O OH 

or a pharmaceutical^ acceptable salt thereof. 



(VI); 



^3 



10 



15 



20 



25 



Q2 



is 



11. A compound of Formula (V-A): 

s 2 




(1) -H, 

(2) methyl, 

(3) ethyl, 

(4) CF 3 , 

(5) methoxy, 

(6) ethoxy 

(7) -OCF3 

(8) halo selected from -F, -CI and -Br, 

(9) -CN, 

(10) -CH2OH, 

(11) -CH2OCH3 

(12) -(CH 2 )0-2C(=O)CH 3 , 

(13) -(CH2)0-2CO 2 CH 3 , 

(14) -SRa 

(15) -N(Ra) 2 , 

(16) -(CH 2 )l-2N(Ra) 2 , 



(V-A); 
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(17) -(CH 2 )0-2C(=O)N(Ra) 2 , 

(18) -S-CH 2 -C(=0)N(Ra) 2 , 

(19) -0-CH 2 -C(=0)N(Ra) 2 , 

(20) -N(S02Ra)-CH2-C(=0)N(Ra) 2 , 
5 (21) -N(Ra)-C(Ra)=0, 

(22) -C(=0)-N(Ra)-(CH2) l-2-C(=0)N(Ra) 2 , 

(23) -C(=0)-N(Ra)-(CH 2 )l-20Ra 

(24) -C(=0)-N(Ra)-(CH 2 ) 1 -3-N(Ra) 2 , 

(25) -S0 2 Ra 

10 (26) -N(Ra)S02R a , 

(27) -CH=CH-C(=0)-N(Ra) 2 , 

(28) C— C CH2OR 

(29) C-C-CH 2 J 

(30) C=C~ 'CH2SO2R 8 



1*3 ! 



= 1 H 
1 

15 (31) NH 

(32) -N(R a )-(CH 2 )l-3SRa 

(33) -N(Ra)-(CH 2 )i- 3 ORa, 

(34) -N(Ra)-(CH 2 )l-3N(Ra) 2 , 

(35) -N(Ra)-(CH2)l-3N(Ra)-C(Ra)=0, 
20 (36) -N(Ra)CH 2 -C(=0)N(Ra) 2 , 

(37) -N(Ra)-C(=0)-C(=0)-N(Ra) 2 , 

(38) -N(Ra)-C(=0)-N(Ra) 2 , 

(39) -N(Ra)-(CH 2 )l-2-C0 2 Ra 

(40) -N(Ra)-C(=0)-N(Ra)-(CH2)l-2-C(=0)-N(Ra) 2 , 
25 (41) -N(Ra)-C(=0)-(CH 2 )l-2-C(=0)-N(Ra) 2> 

(42) -N(R a )-S02-N(Ra) 2 , 

(43) -Rk 

(44) -(CH 2 )l-4R k , 

(45) C=C — CH 2 R k 
30 (46) -O-Rk 

(47) -S-Rk, 

(48) -S02-Rk 
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(49) 


-N(Rc)-Rk 






(50) 


-N(Rc)-(CH2)l-4H substituted 






(51) 








(52) 


-C(=0)-Rk, 




5 


(53) 


-C(=0)N(Ra)-Rk j 






(54) 


-N(Ra)-C(=0)-Rk, 






(55) 


-C(=0)N(Ra)-(CH2)l-4Rk, or 






(56) 


-N(Ra)-S02R k , 




10 


each of Rl and R2 is independently: 






(1) 


-H, 






(2) 


methyl, 


ii ■ 




(3) 


ethyl, 


Ms? 




(4) 


CF 3 , 


i ; 3 


15 


(5) 


methoxy, 






(6) 


ethoxy 


i 




(V) 


-OCF 3 


3s- 




(8) 


halo selected from -F and -CI, 






(9) 


-CN, 


was? 


20 


(10) 


-CH20Ra 






(11) 


-C02R a , 






(12) 


-SRa, 






(13) 


-N(Ra) 2 , 






(14) 


-(CH 2 )l-3N(Ra) 2 , 




25 


(15) 


-S02Ra, 






(16) 


-Rk 






(17) 


-(CH 2 )l- 3 Rk 






(18) 


-O-Rk, or 






(19) 


-0-(CH 2 )l-3Rk; 




30 







each R a is independently -H or -Ci_4 alkyl; 



each Rc is independently -H, -Ci_4 alkyl, or -(CH2)l-3N(Ra)2; 
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each Rk is independently: 

(1) phenyl which is unsubstituted or substituted with from 1 to 4 
substituents independently selected from: 





(a) 


halogen selected from -F, -CI, and -Br, 


5 


(b) 


methyl or ethyl, 




(c) 


-CF 3 , 




(d) 


methoxy, 




(e) 


-OCF 3 , 




(0 


phenyl, 


10 


(g) 


-S-CH3, 




(h) 


-CN, 




(i) 


-OH, 


m 

CI 


(j) 


phenyloxy 




(k) 


-N(Ra) 2 , 


^ 15 


(1) 


-(CH 2 )l- 3 N(Ra)2, 




(m) 


-Rt, 


I * ; 


(P) 


-(CH 2 )0-3C(=O)N(Ra) 2 , and 




(q) 


-(CH 2 ) 0 -3C(=O)Ra; 




(2) -C 3 . 


■6 cycloalkyl, 



(3) a 5- or 6- membered heteroaromatic ring selected from thienyl, 
pyridyl, imidazolyl, pyrrolyl, pyrazolyl, thiazolyl, isothiazolyl, oxazolyl, isooxazolyl, 
pyrazinyl, pyrimidinyl, triazolyl, tetrazolyl, furanyl, and pyridazinyl, wherein the 
heteroaromatic ring is unsubstituted or substituted on nitrogen or carbon with 1 or 2 
substituents independently selected from: 



(a) 


halogen selected from -F, -CI, and -Br, 


(b) 


methyl or ethyl, 


(c) 


-CF 3 , 


(d) 


methoxy, 


(e) 


-OCF 3 , 


(f) 


-S-C1-6 alkyl, 


(g) 


-CN, 


(h) 


-OH, 


(i) 


-N(Ra) 2 , 


(j) 


-C1-6 alkyI-N(Ra) 2 , 
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(k) -Rt, 

(1) oxo, 

(m) -(CH 2 )0-3C(=O)N(Ra) 2 , and 

(n) -(CH 2 )0-3C(=O)Ra ; 

5 (4) a 5- or 6- or 7- membered saturated heterocyclic ring selected 

from piperidinyl, morpholinyl, thiomorpholinyl, thiazolidinyl, isothiazolidinyl, 
oxazolidinyl, isooxazolidinyl, pyrrolidinyl, imidazolidinyl, piperazinyl, 
tetrahydrofuranyl, pyrazolidinyl, hexahydropyrimidinyl, thiazinanyl, thiazepanyl, 
azepanyl, thiadiazepanyl, dithiazepanyl, diazepanyl, and thiadiazinanyl; and wherein 
10 the heterocyclic ring is unsubstituted or substituted with 1 to 4 substituents 
independently selected from: 





(a) 


halogen selected from -F, -CI, and -Br, 




(b) 


methyl or ethyl, 




(c) 


-CF 3) 


15 


(d) 


methoxy, 




(e) 


-OCF3, 




(f\ 
w 






(g) 


=o, 




(h) 


phenyl, 


20 


(i) 


benzyl, 




0) 


phenylethyl, 




(k) 


-OH, 




0) 


-(CH 2 )0-3C(=O)N(Ra) 2 , 




(m) 


-(CH 2 )0-3C(=O)Ra, 


25 


(n) 


N(Ra)-C(=0)Ra, 




(o) 


N(Ra)-C02R a , 




(P) 


(CH2) l- 3 N(Ra)-C(=0)Ra, 




(q) 


N(Ra) 2 , 




(r) 


(CH 2 )l-3N(Ra) 2 , 


30 


(s) 


S02R2 




(t) 


-(CH 2 ) 0 -3C(=O)Rt, 




(u) 


-Rt, 




(v) 


-N(Ra)Rt, and 




(w) 


-(CH 2 )i_3Rt; and 
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(5) an 8- to 10- membered heterobicyclic ring selected from 
indolyl, benzotriazolyl, benzoimidazolyl, imidazo[4,5-b]pyridinyl, 
dihydroimidazo[4,5-b]pyridinyl, pyrazolo[4,3-c]pyridinyl, dihydropyrazolo[4,3- 
c]pyridinyl, tetrahydropyrazolo[4,3-c]pyridinyl, pyrrolo[l,2-a]pyrazinyl, 
5 dihydropyrrolo[ 1 ,2-a]pyrazinyl , tetrahydropyrrole [ 1 ,2-a]pyrazinyl, 

octahydropyrrolo[l,2-a]pyrazinyl ; isoindolyl, indazolyl, indolinyl, isoindolinyl, 
quinolinyl, isoquinolinyl, quinoxalinyl, quinazolinyl, cinnolinyl, chromanyl, 
isochromanyl, and l,2,3,4-tetrahydro-l,8-naphthyridinyl, wherein the bicyclic ring is 
unsubstituted or substituted with 1 or 2 substituents independently selected from: 



10 


(a) 


halogen selected from -F, -CI, and -Br, 




(b) 


methyl or ethyl, 


s 


(c) 


-CF 3 , 




(d) 


methoxy, 




(e) 


-OCF 3 , 




(f) 


-CN, 


i 


(g) 


=0, and 


=J : 

5 „ 5 


(h) 


-OH; 



Rt is selected from pyrrolidinyl, pyrazolidinyl, imidazolinyl, piperidinyl, piperazinyl, 
20 pyrrolyl, pyridyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyrazinyl, pyrimidinyl, 
and pyradizinyl; any one of which is unsubstituted or substituted with 1 or 2 
substituents independently selected from -F, -CI, -Br, oxo, methyl, and methoxy; 

or a pharmaceutical^ acceptable salt thereof. 

25 

12. The compound according to claim 11, wherein Rl is H or F, 
and R2 is H or -SO2CH3, with the proviso that Rl and R 2 are not both H; 

or a pharmaceutical^ acceptable salt thereof. 

30 

13. The compound according to claim 12, which is a compound of 
Formula (VIII): 
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25 




(VHI); 

or a pharmaceutically acceptable salt. 

5 14. The compound according to claim 12, wherein 
Q2 is: 

(1) -C(=0)N(Ra) 2 , 

(2) -CH 2 C(=0)N(Ra) 2 , 

10 (3) -CH2CH2C(=0)N(Ra) 2 , 

(4) -S-CH2-C(=0)N(Ra) 2 , 

(5) -0-CH 2 -C(=0)N(Ra) 2 , 

(6) -N(Ra)-C(Ra)=0, 

(7) -N(S02R a )-CH 2 -C(=0)N(Ra) 2 , 
15 (8) -N(Ra)-C(=0)-C(=0)-N(Ra) 2 , 

(9) -N(Ra)S0 2 Ra, 

(10) -CH=CH-C(=0)-N(Ra) 2 , 

(11) -N(Ra)CH2-C(=0)N(Ra) 2 , 

(12) -N(Ra)-C(=0)-N(Ra) 2 , 
20 (13) -Rk 

(14) -(CH 2 )l-3R k , or 

(15) -N(RC)-(CH 2 )l-3R k , 



each Ra is independently -H or -C\-4 alkyl; 
each Rc is independently -H or -Ci_4 alkyl; and 



Rk is a saturated heterocyclic ring selected from piperidinyl, morpholinyl, 
thiomorpholinyl, thiazolidinyl, isothiazolidinyl, oxazolidinyl, isooxazolidinyl, 
30 pyrrolidinyl, imidazolidinyl, piperazinyl, tetrahydrofuranyl, pyrazolidinyl, 
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10 



30 



hexahydropyrimidinyl, 1,2-thiazinanyl, 1,4-thiazepanyl, 1,2,5-thiadiazepanyl, 1,5,2- 
dithiazepanyl, 1,4-diazepanyl, and 1,2,6-thiadiazinanyl, wherein the heterocyclic ring 
is unsubstituted or substituted with 1 to 4 substituents independently selected from: 

(a) methyl or ethyl, 

(b) =o, 

(c) -C(=0)N(Ra) 2 , 

(d) -CH 2 C(=0)N(Ra) 2 , 

(e) -C(=0)Ra, or 

(f) -S0 2 Ra; 

or a pharmaceutically acceptable salt thereof. 

15. The compound according to claim 14, wherein 



15 Q2 



is: 



(1) -C(=0)N(Ra) 2 , 

(2) -CH 2 C(=0)N(Ra) 2 , 

(3) -CH 2 CH2C(=0)N(Ra) 2 , 

(4) -S-CH 2 -C(=0)N(Ra) 2 , 
20 (5) -0-CH2-C(=0)N(Ra) 2 , 

(6) -N(S02Ra)-CH2-C(=0)N(Ra) 2 , 

(7) -N(Ra)-C(=0)-C(=0)-N(Ra) 2 , 

(8) -N(Ra)S02Ra 

(9) -CH=CH-C(=0)-N(Ra) 2 , 
25 (10) -N(Ra)CH2-C(=0)N(Ra) 2 , 

(11) -N(Ra)-C(=0)-N(Ra) 2 , 

(12) -Rk 

(13) -(CH 2 )l-2R k , or 

(14) -NH-(CH 2 )i-2Rk; 



each R a is independently methyl, ethyl, or isopropyl; and 

Rk is a saturated heterocyclic ring selected from piperidinyl, morpholinyl, 
thiomorpholinyl, thiazolidinyl, isothiazolidinyl, oxazolidinyl, isooxazolidinyl, 
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pyrrolidinyl, imidazolidinyl, piperazinyl, tetrahydrofuranyl, pyrazolidinyl, 
hexahydropyrimidinyl, 1,2-thiazinanyl, 1,4-thiazepanyl, 1,2,5-thiadiazepanyl, 1,5,2- 
dithiazepanyl, 1,4-diazepanyl, and 1,2,6-thiadiazinanyl, wherein the heterocyclic ring 
is unsubstituted or substituted with 1 to 4 substituents independently selected from: 

(a) methyl or ethyl, 

(b) =0, 

(c) -C(=0)NH 2 , 

(d) -C(=0)CH3, or 

(e) -SO2CH3; 



or a pharmaceutically acceptable salt thereof. 



Formula (IX): 



16. The compound according to claim 4, which is a compound of 



R 7 R 8 

r -n X n' r9 




(IX); 



wherein 



each of R.6 and R9 is independently: 

(1) -H 

(2) -Ci. 4 alkyl, 

(3) -C1-4 fluoroalkyl, 

(4) -C1-4 alkyl-ORa 

(5) -Ci_4 alkyl-S(0) n Ra 

(6) -C1.4 alkyl-N(Ra) 2 , 

(7) -C1-4 alkyl-C(=0)-N(Ra) 2 , 

(8) -C 1 _4 alkyl-C02R a , and 

(9) -C1-4 alkyl substituted with Rk; and 
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each of R7 and R§ is independently: 



(1) 


-H 


(2) 


-Ci_4 alkyl, 


(3) 


-Ci_4 fluoroalkyl, 


(4) 


-Ci_4 alkyl-ORa, 


(5) 


-Ci_4 alkyl-SRa, 


(6) 


-Ci_4 alkyl-N(Ra) 2 , 


(7) 


-C1.4 alkyl-C(=0)-N(Ra) 2 , 


(8) 


-Ci-4 alkyl-C02Ra and 


(9) 


-Ci-4 alkyl substituted with Rk; 



or R7 and together form oxo; 

or a pharmaceutical^ acceptable salt thereof. 

17. The compound according to claim 16 ? which is a compound of 

Formula (X): 

O 




O OH ( X ); 

or a pharmaceutically acceptable salt thereof. 

18. The compound according to claim 17, which is a compound of 

Formula (XI): 

O 




O OH (XI); 



-409- 



20757Y 



or a pharmaceutically acceptable salt thereof. 

19. The compound according to claim 18, which is a compound of 

5 Formula (XII): 



O 




or a pharmaceutically acceptable salt thereof. 

20. The compound according to claim 19, wherein 



(1) -H 

(2) methyl, 

(3) ethyl 

(4) -CF 3 , 

(4) -(CH 2 )l-3-ORa 

(5) -(CH 2 )l-3-SRa 

(6) -(CH 2 )l-3-S0 2 Ra, 

(7) -(CH 2 )l-3-N(Ra) 2 , 

(8) -(CH 2 )i_ 3 -C(=0)-N(Ra) 2 , or 

(9) -(CH 2 )i- 3 -C0 2 Ra ; 



(1) -H 

(2) methyl, 

(3) ethyl, 

(4) -CF 3 , 



10 



15 



20 



R6i 



is: 



25 R9i 



is: 
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(4) -(CH 2 )l- 3 -ORa 

(5) -(CH 2 )l-3-SRa 

(6) -(CH 2 )l-3-S0 2 Ra 

(7) -(CH 2 )l-3-N(Ra) 2 , 

5 (8) -(CH2)l-3-C(=0)-N(Ra) 2 , 

(9) -(CH 2 )i_ 3 -C0 2 Ra ? or 

(10) -(CH 2 )i- 3 -Rk; 

each Ra is independently -H, methyl, or ethyl; 

10 

Rk is a saturated heterocyclic ring selected from piperidinyl, morpholinyl, 
thiomorpholinyl, thiazolidinyl, isothiazolidinyl, oxazolidinyl, isooxazolidinyl, 
pyrrolidinyl, imidazolidinyl, piperazinyl, tetrahydrofuranyl, and pyrazolidinyl; and 
wherein the heterocyclic ring is unsubstituted or substituted with from 1 to 3 
15 substituents independently selected from: 

(a) halogen selected from -F, -CI, and -Br, 

(b) methyl, 

(c) -CF3, 

(d) methoxy, 
20 (e) -OCF 3? 

(f) -CN, and 

(g) =0; 



25 



30 



or a pharmaceutical^ acceptable salt thereof. 

21. A compound according to claim 1, which is a compound 
selected from the group consisting of 

N-(3,5-dichlorobenzyl)-8-hydroxy-l,6-naphthyridine-7-carboxamide; 
N-(2,5-dichlorobenzyl)-8-hydroxy- 1 ,6-naphthyridine-7-carboxamide; 
N-[(lR,S)-2,3-dihydro-lH-inden-l-yl]-8-h^ 
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N-[2-(3-chlorophenyl)ethyl>^ 

N-[2-(2-chlorophenyl)ethyl]-8-hydroxy-l ) 6-naphthyridine-7-carbo 

N- [2-( 1 , 1 '-biphenyl-4-y l)ethyl]-8-hydroxy- 1 ,6-naphthyri dine-7-carboxamide; 

8-hydroxy-N-[2-(4~phenoxyphenyl)ethyI]-l,6-naphthyridine-7-carboxamide; 

8-hydroxy-N-(3-phenylpropyI)-l,6-naphthyridine-7-carboxamide; 

N-(l ,1 -biphenyl-2-ylmethyl)-8-hydroxy-l ,6-naphthyridine-7-carboxamide; 

N-( 1 ,1 -biphenyl-3-ylmethyl)-8 -hydroxy- 1 ,6-naphthyri dine-7-carbox ami de; 

8-hy droxy-N-phenyl- 1 ,6-naphthyri dine-7-carboxamide; 

8 N-(2-chlorobenzyl)-8-hydroxy- 1 ,6-naphthyri dine-7-carboxamide; 

N-benzyl-8-hydroxy-N-methy 1- 1 ,6-naphthyridine-7-carboxamide; 

8-hydroxy-N-( 1 -methyl- 1 -phenylethyl)- 1 ,6-naphthyri dine-7-carboxamide; 

8-hydroxy-N-(2-phenylethyl)-l,6-naphthyridine-7-carboxamide; 

8-hydroxy-N-(l-naphthylmethyl)-l,6-naphthyridine-7-carboxamide; 

N-benzyl-8-hydroxy-N-phenyl-l,6-naphthyridine-7-carboxamide; 

N-(3-chlorobenzyl)-8-hydroxy- 1 ,6-naphthyridine-7-carboxamide; 

N-(4-chlorobenzyl)-8-hydroxy- 1 ,6-naphthyridine-7-carboxamide; 

Methyl (2S)-{ [(8-hydroxy-l,6-naphthyridin-7-yl)carbonyl]amino} (phenyl)ethanoate; 
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Ethyl N-benzyl-N-[(8-hydroxy- 1 ,6-naphthyridin-7-yl)carbonyl]glycinate; 
N-benzyl-8-hydroxy-N-(2-phenylethyl)-l,6^ 
5 N-(l,2~diphenylethyl)-8-hydroxy-l,6-naphthyridine-7-carboxamide; 
N-(2,3-dihydro-lH-inden-2-yl)-84iydroxy-l,6-na 
N-benzyl- 8 -hydroxy- 1 ,6-naphthyridine-7-carboxamide; 

10 

N-(2-anilinoethyl)-8-hydroxy-l ? 6-naphthyridine-7-carboxamide; 
N-(2,2-diphenylethyl)-8-hydroxy-l,6-naphthyridine-7-carboxamide; 
15 N-CS^-diphenylpropy^-S-hydroxy-l^-naphthyridine^-carboxamide; 

N-(2-chloro~6-phenoxybenzyl)-8-hydroxy-l,6-naphthyridine-7-carboxamide; 
Methyl (2R)-{ [(8-hydroxy-l ? 6-naphthyridin-7-yl)carbonyl] amino} (phenyl)ethanoate; 

20 

8-hydroxy-N-( 1 ,2,3 ,4-tetrahydronaphthalen- 1 -yl)- 1 ,6-naphthyridine-7-carboxamide; 

N-(2 3-dihydro- lH-inden- 1 -ylmeto^ 

25 8-hydroxy-N-(6J,8,9-tetrahydro-5H-benzo[a][7]annulen-6-ylmethyl)-l,6- 
naphthyridine-7-carboxamide; 

8-hydroxy-N-[2-(l-naphthylamino)ethyl]-l,6-naphthyridine-7-carboxamide; 
30 N-(2,3-dihydro-lH4nden-2-ylmethyl)-8-hydroxy-l,6-naphthyridine-7-carboxamide; 
8-hydroxy-N- [( 1 R)- 1 -phenylethyl] - 1 ,6-naphthyridine-7-carboxamide; 
8-hydroxy-N- [( 1 S )- 1 -phenylethyl]- 1 ,6-naphthyridine-7-carboxamide ; 
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8-hydroxy-N-(3-hy droxy- l-phenylpropyl)-l,^^ 

N-[2-(4-chlorophenyl)ethyl]-8-hydroxy-l,6-naphthyridine-7-carboxamide; 

5 

8-hydroxy-N- [( 1 R)-2-hy droxy- 1 -phenylethyl] - 1 ,6-naphthyridine-7-carboxamide ; 
N- [( 1 S)- 1 -benzyl-2-hydroxy ethyl] -8-hydroxy- 1 ,6-naphthyridine-7-carboxamide; 
10 N- [( 1 R)- 1 -benzyl-2-hy droxy ethyl] -8-hydroxy- 1 ,6-naphthyridine-7-carboxamide; 
8-hy droxy-N-(2-hydroxy-2-phenylethy 1)- 1 ,6-naphthyridine-7-carboxamide; 
® 5-chloro-N-(3,5-dichlorobenzyl)-8-hydroxy-l,6-naphthyridine-7-carboxam 

y is 

ffl N-(3 ? 5-dichlorobenzyl)-8-hydroxy-5-piperidin-l-yl-l,6-naphthyridine-7-caA 

in 

N-(3,5-dichlorobenzyl)-8-hydroxy-5-phenyl-l,6-naphthyridine-7-carboxamide; 

M« 20 N-(3,5-dichlorobenzyl)-8-hydroxy-5-(l^ 

g: carboxamide; 

N-(3 ? 5-dichlorobenzyl)-8-hydroxy-5-morpholin-4-yl-l,6-naphthyridine-7- 
carboxamide; 

25 

(+)- 8 -hydroxy-N- [(c^)-3-phenyl-2,3-dihydro- 1 H-inden- 1 -yl] - 1 ,6-naphthyridine-7- 
carboxamide 

5-bromo-N-(3,5-dichlorobenzyl)-8-hydroxy-l,6-naphthyridine-7-carboxamide; 

30 

N-(benzyl)-8-hydroxy-5-phenyl- 1 ,6-naphthyridine-7-carboxamide; 

N-(2,3-dihydro- lH-inden- 1 -yl)- 8 -hydroxy-5 -phenyl- 1 ,6-naphthyridine-7- 
carboxamide; 
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8-hydroxy-N-(l-naph1hylmethyl)-5-phenyl-l 9 6-naphthyri 
N-(2,5-dichlorobenzyl)-8-hydroxy-5-ph^^ 

5 

N-(3-chlorobenzyl)-8-hydroxy-5-phenyl-l,6-naphthyridine-7-^ 

N-[(lS)-23-dihydro-lH-in^ 

10 N-(3,5-dichlorobenzyl)-8-hydroxy-5-phenoxy- 1 ,6-naphthyridine-7-carboxamide; 

N-(3 ,5-dichlorobenzyl)-8-hydroxy-5-(4-methylpiperazin- 1 -yl)- 1 ? 6-naphthyridine-7- 
carboxamide; 

1 5 5-(4-benzylpiperazin- 1 -yl)-N-(3 ,5-dichlorobenzy l)-8-hy droxy- 1 ,6-naphthyridine-7- 
carboxamide; 

N-(3,5-dichlorobenzyl)-5-{4-[2-^ 
naphthyridine-7-carboxamide; 

20 

N-(3,5-dichlorobenzyl)-8-hy^ 
naphthyridine-7-carboxamide; 

N-(3 ,5-dichlorobenzyl)-8-hydroxy-5-(4-pyrrolidin- 1 -ylpiperidin- 1 -yl)- 1 ,6- 
25 naphthyridine-7-carboxamide; 

5-anilino-N-(3,5-dichlorobenzy^ 

N-(3 ,5-dichlorobenzyl)-5- { [3-(formylamino)propyl]amirio } -8-hy droxy- 1 ,6- 
30 naphthyridine-7-carboxamide; 

N-(3,5-dichlorobenzyl)-5-{[2-(dimethylamino)ethyl]amino}-8-h^ 
naphthyridine-7-carboxamide; 
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N-(3,5-dichlorobenzyl)-8-hy(kox 
naphthyridine-7-carboxamide; 

5 - [( 1 -benzylpiperidin-4-yl)amino] -N-(3 ,5 -dichlorobenzy l)-8-hy droxy- 1 ,6- 
5 naphthyridine-7-carboxamide; 

N-(3,5-dichlorobenzyl)-5-[[2-(dimethylamino)ethyl](methyl)am 
naphthyridine-7-carboxamide; 

10 8-Hydroxy-5-phenylsulfanyl-[l,6]naphthyridine-7-carboxylic acid 3,5- 
dichlorobenzylamide ; 

5-benzenesulfonyl-8-hydroxy-[l,6]naphthyridine-7-carboxylic acid 3,5- 
dichlorobenzylamide; 

15 

tert-butyl l-(7-{ [(3,5-dichlorobenzyl)amino]carbonyl }-8-hydroxy-l ,6-naphthyridin-5- 
yl)pyrrolidin-3-ylcarbamate; 

5-(3-aminopyrrolidin-l-yl)-N-(3,5-dichlorobenzyl)-8-hydroxy-l,6-naphthyrid 
20 carboxamide trifluoroacetate; 

iV-(3,5-dichlorobenzyl)-8-hydro^^ 
carboxamide; 

25 N-(3,5-dichlorobenzyl)-8-hydroxy-5-(m-l,2,4-triazol-l-yl)-l,6-naphthyri 
carboxamide; 

Af-(3,5-dichlorobenzyl)-8-hydroxy-5-(3-hydroxypyrrolidin-l-yl)-l,6-naphthyridine-7- 
carboxamide; 



30 



5-[3-(acetylamino)pyn-olidin-l-yl]-A^-(3,5-dichlorobenzyl)-8-hydroxy-l,6- 
naphthyridine-7-carboxamide; 
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N-(3 ,5-dichlorobenzyl)-5-(4-f ormylpiperazin- 1 -yl)-8-hy droxy- 1 ,6-naphthyridine-7- 
carboxamide; 

1_(7_{ [(S^-dichlorobenzyOaminoJcarbonyll-S-hyckoxy-l^-naphthyridm-S- 
5 yl)piperazine; 

8-Hydroxy-5-(3-hydroxy-prop-l-ynyl)-[l ? 6]naphthyridine-7-carboxylic acid 3,5- 
dichloro-benzylamide; 

10 l-(7-{[(3,5-dichlorobenzyl)amino]carbonyl}-8-hydroxy-l,6-naphthyri 
oxo-2-pyrrolidin- 1 -ylethyl)piperazine; 

1 8-Hydroxy-5-(3-piperidin-l-yl-prop-l-ynyl)-[l ,6]naphthyridine-7-carboxylic acid 

^! 3,5-dichloro-benzylamide; 

W 15 

ttj ^(3,5-dichlorobenzyl)-8-hydroxy-5-thiomorpholin-4-yl- 
hj carboxamide; 

is 

~ S^S-CaminocarbonyOpiperidin-l-ylJ-AT-CS^-dichlorobenzyO-S-hydroxy-l^- 
M< 20 naphthyridine-7-carboxamide; 

P l-(7-{ [(3 ? 5-dichlorobenzyl)amino]carbonyl }-8-hydroxy-l ,6-naphthyridin-5-yl)-4-(2- 

pheny lethy l)piperazine ; 

25 4-[(7-{ [(3,5-dichlorobenzyl)amino]carbonyl }-8-hydroxy-l ,6-naphthyridin-5- 
yl)amino]pyridine; 

5-[(cyclopropylmethyl)amino]-N-(3,5-dichlorobenzyl)-8-hydroxy4,6 
7-carboxamide; 

30 

AT-(3,5-dichlorobenzyl)-5-{ [2-(formylamino)ethyl]amino }-8-hy droxy- 1,6- 
naphthyridine-7-carboxamide; 
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2-[(7- { [(3 ,5-dichlorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5- 
yl)amino]ethanamine; 

A^3,5-dichlorobenzyl)-8-hydroxy-5-[(2^ 
5 carboxamide; 

N-(3 ,5-dichlorobenzyl)-8-hydroxy-5- { [2-(methylthio)ethyl]amino } -1 ,6- 
naphthyridine-7-carboxamide; 

10 l-{ 2-[(7- { [(3, 5-dichlorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5- 
yl)amino]ethyl jpyrrolidine; 

1 N-(3 ,5-dichlorobenzyl)-8-hy droxy-5-pyrrolidin- 1 -y 1- 1 ,6-naphthyridine-7- 
carboxamide; 

15 

3 _ { 2-[(7- { [(3 ,5-dichlorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5- 
yl)amino]ethyl }pyridine; 

l-{3-[(7-{[(3,5-dichlorobenzyl)amino]carbonyl}-8-hydroxy-l,6-naphthyridm-5- 
20 yl)amino]propyl } - l#-imidazoline; 

1 -{ 3-[(7- { [(3,5-dichlorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5- 
yl)amino]propyl }pyrrolidine; 

25 l-(2-aminoethyl)-4-(7-{[(3,5-dichlorobenzyl)amino]carbonyl}-8-hydroxy-l,6- 
naphthyridin-5-yl)piperazine; 

A r -(3,5-dichlorobenzyl)-8-hydroxy-5-[(2-phenoxyethyl)amino]-l,6-naphthyridine-7- 
carboxamide; 

30 

AK3,5-dichlorobenzyl)-8-hydroxy-5-{^^ 
naphthyridine-7-carboxamide; 



-418- 



20757Y 



2-[benzyl(7-{ [(3,5-dichlorobenzyl)amino]carbonyl } -8-hydroxy-l ,6-naphthyridin-5- 
yl)amino]ethanamine; 

1- {34(7-{[(3,5-dichlorobenzyl)amino]c^ 
5 yl)amino]propyl } -4-methylpiperazine; 

1:1 mixture of l-(7-{[(3,5-dichlorobenzyl)amino]carbonyl}-8-hydroxy-l,6- 
naphthyridin-5-yl)-li?-imidazo[4,5-Z?]pyridine and 3-(7-{[(3,5- 
dichlorobenzyl)amino]carbonyl}-8-^ 
10 6]pyridine; 

AH3,5-dichlorobenzyl)-8-hydroxy-5^^ 
yl)phenyl]amino } - 1 ,6-naphthyridine-7-carboxamide; 

15 #K3,5-dichlorobenzy^^ 

yl)-l ,6-naphthyridine-7-carboxamide; 

AK3,5-dichlorobenzyl)-8-hydroxy-5<{[^ 
1 ,6-naphthyridine-7-carboxamide; 

20 

AT<3,5-dichlorobenzyl)-8-hydroxy^^ 

y l)methyl] amino } - 1 ,6-naphthyridine-7-carboxamide; 

2- (7 - { [(3 ,5-dichlorobenzyl)amino]carbony 1 } -8-hy droxy- 1 ,6-naphthyridin-5- 
25 yl)octahydropyrrolo[l ,2-a]pyrazine; 

NK3,5-dichlorobenzyl)-8-hydroxy-5-[4Kpyrimidin-2-ylamino)piperidin4-^^ 
naphthyridine-7-carboxamide 

30 2-{24(7-{[(3,5-dichlorobenzyl)amino]carbonyl}-8-hydroxy-l,6-naphthyridin-^ 
yl)(methyl)amino]ethyl } pyridine; 

A^-(3 ? 5-dichlorobenzyl)-5-(dimethylamino)-8-hy droxy- l,6-naphthyridine-7- 
carboxamide; 
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8-Hydroxy-5-(3-morpholin^ acid 
3,5-dichloro-benzylamide; 

5 N-(3,5-difluorobenzy^ 
carboxamide; 

5-cyano-N-(23-dimethoxybenzyl)-8-hydroxy-l,6-naphthyridine-7-carboxamide; 

10 N-(3 ? 5-dichlorobenzyl)-8-hydroxy-5-thien-2-yl-l,6-naphthyridine-7-carboxamide; 

8-hydroxy-5-phenylsulfanyl-[l ? 6]naphthyridine-7-carboxylic acid 2- 
methylsulfanylbenzylamide; 

15 N-(23-dimethoxybenzyl)-8-hydroxy-5<methylsulfonyl)-l,6-naphthyridine-7- 
carboxamide; 

N<3,5-dichlorobenzyl)-8-hydroxy-54(2-hydroxyethyl)amino]-l,6-naphthyridin 
carboxamide; 

20 

N<3,5-dichlorobenzyl)-8-hydroxy-5<propylamino)-l,6-naphthyridine-7- 
carboxamide; 

NK3,5-dichlorobenzyl)-8-hydroxy-5-[(lH4inidazol-4-ylethyl)amino]-l,6- 
25 naphthyridine-7-carboxamide; 

N-(3,5-dichlorobenzyl)-8-hydroxy-5-[(3-phenylprop-l-yl)amino]-l ? 6-nap 
7-carboxamide; 

30 N-(3,5-<McMorobenzyl)-8-hydroxy-5-[(3-morpholin 
naphthyridine-7-carboxamide; 

N-(3 ,5-dichlorobenzyl)-8-hydroxy-544Kpyndin-2-ylmethyl)piperazin- 1 -yl] - 1 ,6- 
naphthyridine-7-carboxamide; 
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N-(3 ? 5-dichlorobenzyl)-8-hydro^ 
l,6-naphthyridine-7-carboxainide; 

5 N-(23-dimethoxybenzyl)-5-{[4-(dimethylamino)phenyl]thio}-8-hydroxy-l,6- 
naphthyridine-7-carboxamide; 

8-hydroxy-6-methyl-[l ? 6]naphthyridine-7-carboxylic acid 3,5-dichloro-benzylamide; 

10 8-hydroxy-6-methyl-[l,6]naphthyridine-7-carboxylic acid 4-fluoro-benzylamide; 

5-bromo-N-(4-fluorobenzyl)-8-hydroxy- 1 ,6-naphthyridine-7-carboxamide; 

1 -(7- { [(4-fluorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5-yl)-4- 
1 5 methylpiperazine; 

1 -(7-{ [(4-fluorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5-yl)piperazine; 

5-[[2-(dimethylamino)-2-oxoethyl](methyl)amino]-N-(4-fluorobenzyl)-8-hydroxy- 
Q 20 l,6-naphthyridine-7-carboxamide; 



N- 1 -(7- { [(4-fluorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5 -yl)-N- 1-,N- 
2-,N-2-trimethylethanediainide ; 

25 iV-(4-fluorobenzyl)-5-(2 ; 6-dioxohexahydropyrimidin-4-yl)-8-hydroxy- 
[ 1 ,6]napthyridine-7-carboxamide; 

5 -( 1 3-dimethyl-2,6-dioxohexahydro-4-pyrimidinyl)-N-(4-fluorobenzyl)-8- 
hydroxy [ 1 ,6]-naphthyridine-7-carboxamide; 



30 



5-(l-methyl-2,6-dioxohexahydro-4-pyrimidinyl)-N-(4-fluorobenzyl)-8--hydroxy[l ? 6]- 
naphthyridine-7-carboxamide; 
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5-(3-methyl-2,6-dioxohexahydro-^ 
naphthyridine-7-carboxamide; 

A^-(4-fluorobenzyl)-8-hydroxy-5-(5-oxo- 1 ,4-thiazepan-7-yl) [ 1 ,6]naphthyridine-7- 
5 carboxamide; 

iV-(4-fluorobenzyl)-8~hydroxy-5-(l-oxido-5-oxo-l,4-thiazepan-7-yl)- 
[ 1 ,6]naphthyridine-7-carboxamide; 

10 A^-(4-fluorobenzyl)-8-hydroxy-5-(l,l-dioxido-5-oxo-l,4-thiazepan-7-yl)[l ? 6]- 
naphthyridine-7-carboxamide; 

A^-(4-fluorobenzyl)-5-{[2<dimethylamino)-2-oxoethyl]sulfanyl}-8 
[ 1 ,6]napthyridine-7-carboxamide; 

15 

A^4-fluorobenzyl)-5-[2-(dimethylam^ 
7-carboxamide; 

AK4-fluorobenzyl)-5- { [2-(dimethylairdno)-2-oxoethyl](methylsulfonyl)amino } -8- 
20 hydroxy-[l ,6]napthyridine-7-carboxamide; 

AH4-fluorobenzyl)-5-[3-(dimethylamm^ 
7-carboxamide; 

25 AK4-fluorobenzyl)-5-[(lE)-3-(di^^ 
[ 1 ,6]napthyridine-7-carboxamide; 

iV-(4-fluorobenzyl)-542-(3-oxo-l~piperazinyl)ethyl]-8-hydroxy-[l,6]napthyridi 
carboxamide; 

30 

AH4-fluorobenzyl)-5-[2-(2-oxo-l-imidaz 
7-carboxamide; 



-422- 



20757Y 



A^-(4-fluorobenzyl)-5-[2-(2-oxo-l-piperazinyl)ethyl]-8-hydroxy-[l,6]napthy 
carboxamide; 

5-(lJ-dioxido-l,2-thiazinan-2-yl)-A^4^ 
5 7-carboxamide; 

5-(l J-dioxidoisothiazolidin-2-yl)-A r -(4-fluorobenzyl)-8-hydroxy-l,6-naphthy 
carboxamide; 

10 iV-(4-fluorobenzyl)-8-hydroxy-5-[methyl(methylsulfonyl)aiiu 
carboxamide; 

5 5-[acetyl(methyl)amino]-A^-(4-fluorobenzyl)-8-hydroxy-l ? 6-naphthyridine-7- 
C carboxamide; 

hi 15 

El 5-[[(dimethylamino)carbonyl](^ 
f a \ naphthyridine-7 -carboxamide; 

£ N-(4-fluorobenzyl)-6-hydroxy-3-methyl-l-(2-morpholin-4-ylethyl)-2-oxo-2,3- 

y, 20 dihydro- lH-pyrimido[4,5 ,6-de]- 1 ,6-naphthyridine-5-carboxamide; 

2 W<4-fluorobenzy!)-8-hydrox 
carboxamide; 

25 5-(l J-dioxidothiomorpholin-4-yl)-A^-(4-fluorobenzyl)-8-hydroxy-l J 6-naphthyridine- 
7-carboxamide; 

A^-(4-fluorobenzyl)-8-hydroxy-5-(4-methyl-3-oxopiperazin-l-yl)-l,6-naphthyridine-7- 
carboxamide; 

30 

1 -(7- { [4-fluorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5 -yl-L- 
prolinamide; 
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^-(4-fluorobenzyl)-8-hydroxy-5-(2-oxotetrahydropyrimidin~ 1 (2JT)-yl)-l,6- 
naphthyridine-7-carboxamide; 

A^4-fluorobenzyl)-8-hyckoxy-5-(2^ 
carboxamide; 

AT-7-(4-fluorobenzyl)-8-hydroxy-7V 5, N 5-dimethyl-l,6-naphthyridine-5,7- 
dicarboxamide; 

Af-7-(4-fluorobenzyl)-8-hydroxy-iV 5-isopropyl-AT 5-methyl-l ,6-naphthyridine-5,7- 
dicarboxamide; 

7V-7-(4-fluorobenzyl)-8-hydroxy-A? r 5-(2-morpholin-4-ylethyl)-l ,6-naphthyridine-5,7- 
dicarboxamide; 

N 5-[2-(dimethylamino)-2-oxoethyl]-A^ 7-(4-fluorobenzyl)-8-hydroxy-iV 5-methyl-l,6- 
naphthyridine-5,7 -dicarboxamide; 

A^^4-fluorobenzyl)-5-(lJ-dioxido-4-oxo-l,2,5-thiadiazepan-2-yl)-8-hydroxy- 
[ 1 ,6]napthyridine-7-carboxamide; 

JV-(4-fluorobenzyl)-5-(l , l-dioxido-5-methyl-4-oxo-l ,2,5-thiadiazepan-2-yl)-8- 
hydroxy- [ 1 ,6]napthyridine-7-carboxamide; 

iVK4-fluorobenzyl)-5-(lJ^ 
[l,6]napthyridine-7 -carboxamide; 

A^-(4-fluorobenzyl)-5 -(1,1 -dioxido- 1 ,5 ? 2-dithiazepan-2-yl)-8-hydroxy- 
[ 1 ,6]napthyridine-7-carboxamide; 

AK4-fluorobenzyl)-5-(14,5,5-t^^ 
[ 1 ,6]napthyridine-7 -carboxamide; 
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AK4-fluorobenzyl)-5-(l ,4-dimethyl-7-oxo- 1 ,4-diazepan-5-yl)-8-hydroxy-[ 1 ,6]- 
napthyridine-7-carboxamide; 

iV-(4-fluorobenzyl)-5 -( 1 -methyl-7-oxo- 1 ,4-diazepan-5-yl)-8-hydroxy-[ 1 ? 6]- 
5 napthyridine-7-carboxamide; 

AH4-Fluorobenzyl)-5-(7-oxo-l^ 
carboxatnide 

10 N-(4-fluorobenzyl)-5-[4-(methylsulfonyl)thiomorpholin-2-yl]-8-hydroxy^ 
[l,6]napthyridine-7-carboxamide; 

A^-(4-fluorobenzyl)-544^methylsulfonyl)-l-oxidothiomorpholin-2-yl]-^ 
[1 ,6]napthyridine-7-carboxamide; 

15 

AK4-fluorobenzyl)-5^4-(methylsu^^^ 
[l,6]napthyridine-7-carboxamide; 

A^-(4-fluorobenzyl)-5-(2-Acetyl-l-methylpyrazoIidin-3-yl)-8-hydroxy- 
20 [l,6]napthyridine-7-carboxamide; 

A^-(4-fluorobenzyl)-5-(l , 1-dioxido-l ,2 ? 5-thiadiazepan-2-yl)-8-hydroxy- 
[ 1 ,6]napthyridine-7-carboxamide; 

25 AK4-fluorobenzyl)-8-hydroxy-5-^^ 

2-yl] - 1 ,6-naphthyridine-7-carboxamide ; 

AK4-fluorobenzyl)-8-hydroxy-5 (6-methyl- 1 , 1 -dioxido- 1 ,2,6-thiadiazinan-2yl)- 1 ,6- 
naphthyridine-7-carboxamide; 

30 

A^4-fluorobenzyl)-8-hydroxy-^^ 

yl)sulfonyl] amino } - 1 ,6-naphthyridine-7-carboxamide; 
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A44-fluoro-2-(methylsulfo^ 

4-yl)sulfonyl] amino }- 1 ,6-naphthyridine-7-carboxamide; 

W-7-[4-fluoro-2-(methylsulfonyl)^^ 
naphthyridine-5J-dicarboxamide; 

A^-[4-fluoro-2-(methylsulfonyI)benzyl]-8-hydroxy-5 
1 ,6-naphthyridine-7-carboxamide 

A^2-(methylsulfonyl)benzyl)-5-(^^ 
naphthyridine-7-carboxamide; 

AK2-[(dimethylaminosu^ 

hydroxy- 1 ,6-naphthyridine-7-carboxamide; 

iV-(4-fluorobenzyl)-8-hydroxy-5-(l-methyl-5-oxopyrrolidin-^ 
7-carboxamide; 

and pharmaceutically acceptable salts thereof. 

22. A compound according to claim 21, which is a compound 
selected from the group consisting of 

l-(7-{ [(4-fluorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5-yl)-4- 
methylpiperazine; 

1 -(7- { [(4-fluorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5-yl)piperazine; 

A/ r -(3,5-dichlorobenzyl)-5-(4-formylpiperazin-l-yl)-8-hydroxy-l,6-naphthyridine-7- 
carboxamide; 

N-(3,5-dichlorobenzyl)-5-{4-[2-(fo^ 
naphthyridine-7-carboxamide; 
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N-(3,5-dichlorobenzyl)-8-hydroxy-5-[4-(pyridin-2-ylmethyl)piperazin-l-yl]-l,6- 
naphthyridine-7-carboxamide; 

1 -(7- { [(3 ? 5-dichlorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5-yl)-4-(2- 
5 oxo-2-pyrrolidin- 1 -ylethyl)piperazine ; 

1 -(7- { [(3 ,5-dichlorobenzyl)am^ 
yl)piperazine; 

10 2-(7-{ [(3,5-dichlorobenzyl)amino]carbonyl}-8-hydroxy-l,6-naphthyridin-5- 
yl)octahydropyrrolo[l,2-a]pyrazine; 

O A^(3,5-dichlorobenzyl)-8-hydroxy-5-(l,4,6J-tetrahydro-5i^ 
k|j yl)-l,6-naphthyridine-7 -carboxamide; 

M 15 

S AK3,5-dichlorobenzyl)-84iydroxy-5-{[4-(3-m 

Ml yl)phenyl]amino } - 1 ,6-naphthyridine-7-carboxamide; 

M« 5-[3-(aminocarbonyl)piperidin^^ 
20 naphthyridine-7-carboxamide; 

!*f N-(3 ,5 -dichlorobenzyl)- 8-hydroxy-5 -(4-pyrrolidin- 1 -y Ipiperidin- 1 -y 1)- 1 ,6- 

naphthyridine-7-carboxamide ; 

25 N-(3,5-dichlorobenzyl)-8-hydroxy-5-[(2-moipholin-4-ylethyl)amino]- 1 ,6- 
naphthyridine-7 -carboxamide ; 

N-(3,5-dichlorobenzyl)-8-hydroxy-5-(4-methylpiperazin-l-yl)-l,6-naphthyridin^ 
carboxamide; 

30 

8-hydroxy-6-methyl-[l ,6]naphthyridine-7-carboxylic acid 3,5-dichloro-benzylamide; 

N-(3 s 5-dichlorobenzyl)-8-hydroxy^ 
naphthyridine-7-carboxamide 
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N-(3,5-dichlorobenzyl)-8-hydroxy-5-[(3-m^ 
naphthyridine-7-carboxamide; 

5 N-(3,5-dichlorobenzyl)-84iydroxy-54(2^^^ 
1 ,6-naphthyridine-7-carboxamide; 

2-{2-[(7-{[(3,5KlicMorobenzyl)amino]carfxm 
yl)(methyl)amino]ethyl }pyridine; 

10 

N-(3 ? 5-dichlorobenzyl)-8-hydroxy-5-(4-pyridin-2-ylpiperazin-l-yl)-l,6- 
naphthyridine-7-carboxamide; 

and pharmaceutically acceptable salts thereof. 

15 

23. A compound according to claim 21, which is a compound 
selected from the group consisting of 

54[2^dimethylamino)-2-oxoethyl](methyl)amino]-N-(4-fluorobenzyl)-8-hydroxy- 
20 1 ,6-naphthyridine-7-carboxamide; 

N- 1 -<7- { [(4-fluorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5-yl)-N-l-,N- 
2-,N-2-trimethylethanediamide ; 

25 A^-(4-fluorobenzyl)-5-(2,6-dioxohexahydropyrimidin-4-yl)-8-hydroxy- 
[l,6]napthyridine-7-carboxamide; 

5-(l,3-dimethyl-2,6-dioxohexahydro-4-pyrimidinyl)-N-(4-fluorobenzyl)-8- 
hydroxy[l,6]-naphthyridine-7-carboxamide; 

30 

5Kl-methyl-2,6-dioxohexahydro-4-pyrim^ 
naphthyridine-7-carboxamide; 
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5-(3-methyl-2 ? 6-dioxohexahydro-4-pyrimidinyl)-N-(4-fluorobenzyl)-^ 
naphthyridine-7-carboxamide; 

tf-(4-fluorobe^ 
carboxamide; 

A^-(4-fluorobenzyl)-8-hydroxy-5-(l-oxido-5-oxo-l,4-thiazepan-7-yl)- 
[1 ,6]naphthyridine-7-carboxamide; 

A^-(4-fluorobenzyl)-8-hydroxy-5-(l,l-dioxido-5-oxo-l,4-thiazepan-7-yl)[l,6]- 
naphthyridine-7-carboxamide; 

A^4-fluorobenzyl)-5-{[2-(d^ 
[l,6]napthyridine-7 -carboxamide; 

A^K4-fluorobenzyl)-5-[2-(dimethylamino)-2-oxoethoxy]-8-hydroxy-[l,6]napthyri 
7-carboxamide; 

AK4-fluorobenzyl)-5-{[2-(dime^ 
hydroxy- [ 1 ,6]napthyridine-7-carboxamide ; 

A^K4-fluorobenzyl)-5-[3-(dimethylamino)-3-oxopropyl]-8-hydrox 
7-carboxamide; 

AK4-fluorobenzyl)-5-[(l£>3-(^ 
[ 1 ,6]napthyridine-7-carboxamide; 

A^-(4-fluorobenzyl)-5-[2-(3-oxo-l-piperazinyl)ethyl]-8-hydroxy-[l,6]m 
carboxamide; 

AH4-fluorobenzyl)-5-[2-(2-oxo^ 
7-carboxamide; 
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A^4-fluorobenzyl)-5-[2-(2^ 
carboxamide; 

5-( 1 , 1 -dioxido- 1 ,2-thiazinan-2-yl)-A^-(4-fIuorobenzyl)-8-hydroxy- 1 ,6-naphthyridine- 
7-carboxamide; 

5-(lJ-dioxidoisothiazolidin-2-yl)-A^ 
carboxamide; 

AH4-fluorobenzyl)-8-hydroxy-54me 
carboxamide; 

5-[acetyl(methyl)amino] -AK4-fluorobenzyl)-8-hydroxy- 1 ,6-naphthyridine-7- 
carboxamide; 

5-[[(dimethylamino)carbonyl](met^^^ 
naphthyridine-7 -carboxamide; 

N-(4-fluorobenzyl)-6-hydroxy-3-methyl-l-(2-morpholin-4-ylethyl)-2-oxo-2,3- 
dihydro- lH-pyrimido [4,5 ,6-de] - 1 ,6-naphthyridine-5-carboxamide; 

A^-(4-fluorobenzyl)-8-hydroxy-5-thiomorpholin-4-yl-l,6-naphthyridine-7^ 
carboxamide; 

5-( 1 , 1 -dioxidothiomorpholin-4-yl)-A^-(4-fluorobenzyl)-8-hydroxy- 1 ,6-naphthyridine- 
7-carboxamide; 

A^-(4-fluorobenzyl)-8-hydroxy-5<4-methyl-3-oxopiperazin-l-yl)4 ? 6-naphthyridin 
carboxamide; 

1 -(7- { [4-fluorobenzyl)amino]carbonyl } -8-hydroxy- 1 ,6-naphthyridin-5-yl-L- 
prolinamide; 
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A^-(4-fluorobenzyl)-8-hydroxy-5-(2-oxotetrahydropyrimidin- 1 (2fl)-yl)- 1 ,6- 
naphthyridine-7-carboxamide; 

A^-(4-fluorobenzyl)-8-hydroxy-5-(2-oxoimidazolidin-l-yl)-l,6-naphthyri 
5 carboxamide; 

Ar-7-(4-fluorobenzyl)-8-hydroxy-iV 5, N 5-dimethyl-l,6-naphthyridine-5,7- 
dicarboxamide; 

10 N 7-(4-fluorobenzyl)-8-hydroxy-AT 5-isopropyl-TV 5-methyM,6-naphthyridine-5,7- 
dicarboxamide; 

N 7-(4-fluorobenzyl)-8-hydroxy-AT 5-(2-morpholin-4-ylethyl)-l ,6-naphthyridine-5,7- 
dicarboxamide; 

15 

N 5-[2-(dimethylamino)-2-oxoethyl]-N 7-(4-fluorobenzyl)-8-hydroxy-7V 5-methyM,6- 
naphthyridine-5,7-dicarboxamide; 

iV-(4-fluorobenzyl)-5 -( 1 , 1 -dioxido-4-oxo- 1 ,2 ,5 -thiadiazepan-2-yl)-8-hydroxy- 
20 [l,6]napthyridine-7 -carboxamide; 

and pharmaceutical^ acceptable salts thereof. 

24. A compound according to claim 21, which is a compound 
25 selected from the group consisting of 

A^4-fluorobenzyl)-5-(lJ-dioxido-5-m^ 
hydroxy-[l,6]napthyridine-7-carboxamide; 

30 iV-(4-fluorobenzyl)-5-( \ 5 1 -dioxido-5-ethyl-4-oxo- 1 ,2,5-thiadiazepan-2-yl)-8-hydroxy- 
[ 1 ,6]napthyridine-7-carboxamide; 

N-(4-fluorobenzyl)-5-(l , 1-dioxido-l ,5,2-dithiazepan-2-yl)-8-hydroxy- 
[1 ,6]napthyridine-7-carboxamide; 
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AK4-fluorobenzyl)-5-( 1 , 1 ,5,5-tetraoxido- 1 ,5,2-dithiazepan-2-yl)-8-hydroxy- 
[1 ,6]napthyridine-7-carboxamide; 

5 AT-(4-fluorobenzyl)-5-( 1 ,4-dimethyl-7-oxo- 1 ,4-diazepan-5-yl)-8-hydroxy- [ 1 ,6]- 
napthyridine-7-carboxamide; 

iV-(4-fluorobenzyl)-5 -( 1 -methyl-7-oxo- 1 ,4-diazepan-5 -yl)-8-hydroxy-[l,6]- 
napthyridine-7-carboxamide; 

10 

A^^4-Fluorobenzyl)-5<7-oxo-l,4-diazepan-5-yl)-8-hydroxy-[l ? 6]-napthyridine-7- 
carboxamide 

A^K4-fluorobenzyl)-544^methylsulfonyl)thiomorpholin-2-yl]-8-hydroxy- 
15 [l,6]napthyridine-7-carboxamide; 

AH4-fluorobenzyl)-5-[4-(methy^ 
[ 1 ,6]napthyridine-7-carboxamide; 

20 AH4-fIuorobenzyl)-5-[4KmethyM 
[1 ,6]napthyridine-7-carboxamide; 

N-(4-fluorobenzyl)-5-(2-Acetyl-l-methylpyrazolidin-3-yl)-8-hydroxy- 
[l,6]napthyridine-7-carboxamide; 

25 

AK4-fluorobenzyl)-5-( 1 , 1 -dioxido- 1 ,2,5-thiadiazepan-2-yl)-8-hydroxy- 
[ 1 ,6]napthyridine-7-carboxamide; 

AK4-fluorobenzyl)-84i^^ 
30 2-yl]-l ,6-naphthyridine-7-carboxamide; 

A^-(4-fluorobenzyl)-8-hydroxy-5(6-methyl- 1 , 1 -dioxido- 1 ,2,6-thiadiazinan-2yl)- 1 ,6- 
naphthyridine-7-carboxamide; 
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Af-(4-fluorobenzyl)-8-hydroxy-5- { methyl[(l -methyl- ljFf-imidazol-4- 
yl)sulfonyl]amino }- 1 ,6-naphthyridine-7-carboxamide; 

N- [4-fluoro-2- (methylsulfonyl)benzyl] -8 -hydroxy-5 -{ methyl [( 1 -methyl-l/f-imidazol- 
4-yl)sulfonyl] amino } - 1 ,6-naphthyridine-7-carboxamide; 

A^-7-[4-fluoro-2-(methylsulfonyl)benzyl] -8-hydroxy-N-5-,N-5-dimethyl- 1 ,6- 
naphthyridine-5,7-dicarboxamide; 

A44-fluoro-2-(methylsulfonyl)benzyl] -8-hydroxy-5-( 1 ,1 -dioxido- 1 ,2-thiazinan-2-yl)- 
1 ,6-naphthyridine-7-carboxamide 

A^2-(methylsulfonyl)benzyl)-5-( 1 , 1 -dioxido- 1 ,2-thiazinan-2-yl)- 8-hydroxy- 1 ,6- 
naphthyridine-7-carboxamide; 

A r -(2-[(dimethylaminosulfonyl] -4-fluorobenzyl)-5-( 1 , 1 -dioxido- 1 ,2-thiazinan-2-yl)- 8- 
hydroxy- 1 ,6-naphthyridine-7-carboxamide; 

A^-(4-fluorobenzyl)-8-hydroxy-5<l-methyl-5-oxopyn-olidin-3-yl)-l,6-naphthyridine- 
7-carboxamide; 

and pharmaceutically acceptable salts thereof. 

25. A pharmaceutical composition comprising a therapeutically 
effective amount of a compound according to claim 1, or a pharmaceutically 
acceptable salt thereof, and a pharmaceutically acceptable carrier. 

26. A method of inhibiting HIV integrase in a subject in need 
thereof which comprises administering to the subject a therapeutically effective 
amount of the compound according to claim 1 or a pharmaceutically acceptable salt 
thereof. 

27. A method for preventing or treating infection by HIV or for 
preventing, treating or delaying the onset of AIDS in a subject in need thereof which 
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comprises administering to the subject a therapeutically effective amount of the 
compound according to claim 1 or a pharmaceutically acceptable salt thereof. 

28. The method according to claim 27, wherein the compound is 
administered in combination with a therapeutically effective amount of at least one 
HIV infection/ AIDS treatment agent selected from the group consisting of HIV/ AIDS 
antiviral agents, immunomodulators, and anti-infective agents. 

29. The method according to claim 27, wherein the compound is 
administered in combination with a therapeutically effective amount of at least one 
antiviral selected from the group consisting of HIV protease inhibitors, non- 
nucleoside HIV reverse transcriptase inhibitors and nucleoside HIV reverse 
transcriptase inhibitors. 

30. A method of inhibiting HIV integrase in a subject in need 
thereof which comprises administering to the subject a therapeutically effective 
amount of the composition according to claim 25. 

31. A method for preventing or treating infection by HIV or for 
preventing, treating, or delaying the onset of AIDS in a subject in need thereof which 
comprises administering to the subject a therapeutically effective amount of the 
composition according to claim 25. 

32. A pharmaceutical composition which comprises the product 
prepared by combining an effective amount of a compound of claim 1, or a 
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier. 

33. A combination useful for inhibiting HIV integrase, for treating 
or preventing infection by HIV, or for preventing, treating or delaying the onset of 
AIDS, which is a therapeutically effective amount of a compound according to claim 
1, or a pharmaceutically acceptable salt thereof, and a therapeutically effective 
amount of an HIV infection/AIDS treatment agent selected from the group consisting 
of HIV/AIDS antiviral agents, immunomodulators, and anti-infective agents. 
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34. The combination according to claim 33, wherein the HIV 
infection/ AIDS treatment agent is an antiviral selected from the group consisting of 
HIV protease inhibitors, non-nucleoside HIV reverse transcriptase inhibitors and 
nucleoside HIV reverse transcriptase inhibitors. 

35. A method of inhibiting HIV integrase, for preventing or 
treating infection by HIV or for preventing, treating or delaying the onset of AIDS in 
a subject in need thereof, which comprises administering to the subject a 
therapeutically effective amount of a compound of Formula (I- A): 




wherein A is phenyl or phenyl fused to a carbocycle to form a fused carbocyclic ring 
system; 

A is substituted by Rl, R2, r3, and R4; 

L is a linker connecting a ring atom of A to the nitrogen of the -N(R5)- moiety, 
wherein L is 

(i) a single bond, 

(ii) -(Ci- 6 alkyl)-, 

(iii) -(C2-6 alkenyl)-, 

(iv) -(CO-6 alkyl)-(C3_6 cycloalkyl)-(C()-6 alkyl)-, or 

(v) -(Co-6 alkyl)-M-(Co-6 alkyl)-, wherein M is -N(Ra>, 
-OC(=0)-, or -C(=0)0-; wherein the alkenyl in (iii) and the alkyls in (ii), (iv), and (v) 
are independently and optionally substituted with 1, 2, or 3 substituents independently 
selected from the group consisting of halogen, -OH, -Ci-6 alkyl, -O-Ci-6 alkyl, 
-C02R a , -C02(CH2)l-2R k > -Cl-6 alkyl-ORa -Rk -(CH2)l-2R k , -CH(ORa)-Rk and 
-CH(N(Ra) 2 )-Rk; 
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each of Ql, Q2, q3, and Q4 i s independently: 

(1) -H, 

(2) -Ci-6 alkyl, 

(3) -Ci-6 haloalkyl, 
5 (4) -O-Ci-6 alkyl, 

(5) -O-Ci-6 haloalkyl, 

(6) halo, 

(7) -CN, 

(8) -Ci-6 alkyl-ORa 

10 (9) -CO-6 alkyl-C(=0)Ra, 

(10) -Co-6 alkyl-C02Ra, 

(11) -Co-6 alkyl-SRa 

(12) -N(Ra) 2 , 

(13) -Ci-6 alkyl-N(Ra) 2 , 

15 (14) -C 0 -6 alkyl-C(=0)N(Ra) 2 , 

(15) -Co-6 alkyl-G-Ci-6 alkyl-C(=0)N(Ra) 2 , wherein G is O, 
N(Ra),orN(S02R a ), 

(16) -N(Ra)-C(Ra)=0, 

(17) -Ci-6 alkyl-N(Ra)-C(R a )=0, 

20 (18) -C(=0)-N(R a )-Ci- 6 alkyl- [C(=O)] 0 -l-N(Ra) 2 , 

(19) -C(=0)-N(Ra)-Ci_6 alkyl substituted with 1 or 2 -OR a 

(20) -Co-6 alkyl-S0 2 Ra, 

(21) -Co-6 alkyl-N(Ra)S02Ra, 

(22) -C2-6 alkenyl, 

25 (23) -C 2 -6 alkenyl-C(=0)-N(Ra) 2 , 

(24) -C2-5 alkynyl, 

(25) -C2-5 alkynyl-CH 2 N(Ra) 2 , 

(26) -C2-5 alkynyl-CH 2 ORa, 

(27) -C 2 -5 alkynyl-CH 2 S(0) n -Ra or 

NR a 

\ X 

^N^N(R a ) 2 
30 (28) R a 
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R a 

X OH 




(29) 


NR 




(30) 


-C(=NRa)-N(Ra) 2 , 




(31) 


-N(Ra)-Ci_6 alkyl-S(0) n Ra 




(32) 


-N(Ra)-Ci_6 alkyl-ORa 


5 


(33) 


-N(Ra)-Ci-6 alkyl-N(Ra) 2 , 




(34) 


-N(Ra)-Ci_6 alkyl-N(Ra)-C(Ra)=0, 




(35) 


-N(Ra)-C 0 -6 alkyl-[C(=0)] i_ 2 N(Ra) 2 , 




(36) 


-N(Ra)-Ci_6 alkyl-C02Ra 




(37) 


-N(Ra)C(=0)N(Ra)-Ci_6alkyl-C(=0)N(Ra) 2 , 
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(38) 


-N(Ra)C(=0)-Ci_6 alkyl-N(Ra) 2 , 




(39) 


-N(Ra)-S0 2 -N(Ra) 2 , 




(40) 


-Rk, 




(41) 


-Ci-6 alkyl substituted with Rk, 




(42) 


-Ci-6 haloalkyl substituted with Rk 


W 15 


(43) 


-C2-5 alkenyl-Rk, 




(44) 


-C2-5 alkynyl-Rk, 




(45) 


-Co-6 alkyl-O-Rk, 


S : 
JEW: 


(46) 


-Co-6 alkyl-O-Ci-6 alkyl-Rk, 




(47) 


-Co-6 alkyl-S(0) n -Rk 




(48) 


-Co-6 alkyl-S(0) n -Ci-6 alkyl-Rk, 




(49) 


-O-Ci-6 alkyl-ORk, 




(50) 


-O-Ci-6 alkyl-O-Ci-6 alkyl-Rk, 




(51) 


-O-Ci-6 alkyl-S(0) n Rk, 




(52) 


-Co-6 alkyl-N(Rc)-Rk 


25 


(53) 


-Co-6 alkyl-N(Rc)-Ci-6 alkyl substituted with one or two Rk 
groups, 




(54) 


-Co-6 alkyl-N(RC)-Ci-6 alkyl-ORk, 




(55) 


-Co-6 alkyl-C(=0)-Rk, 




(56) 


-Co-6 alkyl-C(=0)N(Ra)-Rk 


30 


(57) 


-Co-6 alkyl-N(Ra)C(=0)-Rk, 




(58) 


-Co-6 alkyl-C(=0)N(Ra)-Ci_6 alkyl-Rk, or 




(59) 


-Co-6 alkyl-N(Ra)-Co-6 alkyl-S(0) n Rk ; 
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each of Rl and R 2 is independently: 

(1) -H, 

(2) -Ci-6 alkyl, 

(3) -Ci-6 haloalkyl, 

(4) -O-Ci-6 alkyl, 

(5) -O-C i_6 haloalkyl, 

(6) -OH 

(7) halo, 

(8) -N0 2 , 

(9) -CN, 

(10) -Ci-6 alkyl-ORa, 

(11) -Co-6 alkyl-C(=0)Ra, 

(12) -Co-6 alkyl-C0 2 Ra, 

(13) -Co-6 alkyl-SRa, 

(14) -N(Ra) 2 , 

(15) -Ci-6 alkyl-N(Ra) 2 , 

(16) -C 0 -6 alkyl-C(=0)N(Ra) 2 , 

(17) -Ci-6 alkyl-N(Ra)-C(Ra)=0, 

(18) -S02R a , 

(19) -N(Ra)S02R a , 

(20) -C 2 -5 alkenyl, 

(21) -O-Ci-6 alkyl-ORa 

(22) -O-C i_6 alkyl-SRa, 

(23) -O-Ci-6 alkyl-NH-C02R a , 

(24) -O-C2-6 alkyl-N(Ra) 2 , 

(25) -N(Ra)-Ci_6 alkyl-SR a , 

(26) -N(R a )-Ci-6 alkyl-ORa 

(27) -N(R a )-Ci_6 alkyl-N(Ra) 2 , 

(28) -N(Ra)-Ci-6 alkyl-N(Ra)-C(R a )=0, 

(29) -Rk 

(30) -Ci_6 alkyl substituted with 1 or 2 Rk groups, 

(31) -Ci_6 haloalkyl substituted with 1 or 2 Rk groups, 

(32) -C2-5 alkenyl-Rk 
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(33) 


-C2-5 alkynyl-Rk 




(34) 


-O-Rk, 




(35) 


-O-Ci-6 alkyl-Rk 




(36) 


-S(0) n -Rk 


5 


(37) 


-S(0) n -Ci_6 alkyl-Rk, 




(38) 


-O-Ci-6 alkyl-ORk 




(39) 


-O-Ci-6 alkyl-O-Ci-6 alkyl-Rk 




(40) 


-O-Ci-6 alkyl-S(0)nR k , 




(41) 


-Ci-6 alkyl (ORb)(Rk) , 


10 


(42) 


-Ci_6 alkyl (ORb)(-Ci_6 alkyl-Rk) , 




(43) 


-C 0 -6 alkyl-N(Rb)(Rk), 




(44) 


-Co-6 alkyl-N(Rb)(-Ci_6 alkyl-Rk), 




(45) 


-Ci_6 alkyl S(0) n -Rk, 




(46) 


-Ci_6 alkyl S(0) n -Ci-6 alkyl-Rk, 


s % ! 15 


(47) 


-Co-6 alkyl C(0)-Rk or 


m 


(48) 


-Co-6 alkyl C(0)-Ci_6 alkyl-Rk, 



each of R3 and R 4 is independently 





(1) 


-H, 


20 


(2) 


halo, 




(3) 


-CN, 




(4) 


-N0 2 , 




(5) 


-OH, 




(6) 


Ci_6 alkyl, 


25 


(7) 


Ci-6 haloalkyl, 




(8) 


-O-C 1-6 alkyl, 




(9) 


-O-Cl-6 haloalkyl, 




(10) 


-Ci-6 alkyl-ORa, 




(ID 


-Co-6 alkyl-C(=0)Ra, 


30 


(12) 


-Co-6 alkyl-C02R a , 




(13) 


-Co-6 alkyl-SRa, 




(14) 


-N(Ra) 2 , 




(15) 


-Ci-6 alkyl-N(Ra) 2 , 




(16) 


-Co-6 alkyl-C(=0)N(Ra) 2 , 
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-S02R*, 

-N(Ra)S02R a ? 

-C2-5 alkenyl, 

-O-Ci-6 alkyl-ORa, 

-O-Ci-6 alkyl-SRa 

-O-Ci-6 alkyl-NH-C02R a , or 

-O-C2-6 alkyl-N(Ra) 2 ; 



-H, 

-Ci-6 alkyl, optionally substituted with from 1 to 5 substituents 
independently selected from halogen, -O-Ci-6 alkyl, -O-Ci-6 
haloalkyl, -N(Ra)2, and -CC>2R a ; 

aryl optionally substituted with from 1 to 5 substituents 
independently selected from halogen, Ci_g alkyl, Ci_6 
haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, -S-Ci_6 alkyl, 
-CN, and -OH, or 
-Ci-6 alkyl substituted with Rk; 

y z 20 each R a is independently -H, -Ci-6 alkyl, or -Ci_6 haloalkyl; 



each Rb is independently: 





(1) 


-H, 




(2) 


-Ci-4 alkyl, 


25 


(3) 


-Ci-4 haloalkyl, 




(4) 


-Rk 




(5) 


-C2-3 alkenyl, 




(6) 


-C1-4 alkyl-Rk, 




(7) 


-C2-3 alkenyl-Rk 


30 


(8) 


-S(0) n -Rk or 




(9) 


-C(0)-Rk; 



each R c is independently 
(1) -H, 
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(17) 
(18) 
(19) 
(20) 
(21) 
(22) 
(23) 



R5 



is 
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(1) 

(2) 



15 



(3) 



(4) 



20757Y 



(2) -Ci- 6 alkyl, 

(3) -Ci-6 alkyl substituted with -N(Ra) 2 , or 

(4) -Ci-4 alkyl-aryl, wherein aryl is optionally substituted with 1 to 
5 substituents independently selected from halogen, Ci_6 alkyl, 
Ci_6 haloalkyl, -O-Ci-6 alkyl, -0-Ci_6 haloalkyl, -S-Ci-6 
alkyl, -CN, and -OH; 



each Rk is independently carbocycle or heterocycle, wherein the carbocycle and 
heterocycle are unsubstituted or substituted with from 1 to 5 substituents each of 
10 which is independently selected from 







(a) 


halogen, 






(b) 


-Ci_6 alkyl, 






(c) 


-Ci-6 haloalkyl, 






(d) 


-O-Ci-6 alkyl, 




15 


(e) 


-O-Ci-6 haloalkyl, 






(f) 


-S-Ci-6 alkyl, 


U! 




(g) 


-CN, 






(h) 


-OH, 






(i) 


oxo, 


y. 


20 


(j) 


-Co-6 alkyl-C(=0)N(Ra) 2 , 






(k) 


-Co-6 alkyl-C(=0)Ra, 






(1) 


-N(Ra)-C(=0)Ra 






(m) 


-N(Ra)-C02Ra, 






(n) 


-Ci_6 alkyl-N(Ra)-C(=0)Ra, 




25 


(o) 


-N(Ra) 2 , 






(P) 


-Ci-6 alkyl-N(Ra) 2 , 






(q) 


-Ci-6 alkyl-ORa, 






(r) 


-Co-6 alkyl-C02R a , 






(s) 


-Co-6 alkyl-O-Ci-6 alkyl-ORa, 




30 


(t) 


-S02Ra, 






(u) 


-S02N(Ra) 2 , 






(v) 


-Co-6 alkyl-C02-C2-5 alkenyl, 






(w) 


aryl, 






(x) 


aryloxy-, 



-441 - 



20757Y 



(y) -C1-4 alkyl substituted with aryl, 
(z) heteromonocycle, 

(aa) -Ci_4 alkyl substituted with a heteromonocycle, 
(bb) heteromonocyclylcarbonyl-Co-6 alkyl-, and 
5 (cc) N-heteromonocyclyl-N-Ci-6 alkyl-amino-; 

wherein the aryl group in (w) aryl, (x) aryloxy, and (y) -Ci-4 
alkyl substituted with aryl, is optionally substituted with from 1 to 4 
substituents independently selected from halogen, Ci_6 alkyl, -O-Ci-6 
alkyl, Ci_6 alkyl substituted with N(Ra) 2 , Ci-6 haloalkyl, and -OH; 
10 and 

wherein the heteromonocyclyl group in (z) heteromonocycle, 
(aa) -Ci-4 alkyl substituted with a heteromonocycle, 
(bb) heteromonocyclyl-carbonyl-Co-6 alkyl-, and (cc) N- 
heteromonocyclyl-N-Ci-6 alkyl-amino- is optionally substituted with 
I 5 from 1 to 4 substituents independently selected from halogen, Ci-6 

alkyl, -0-Ci_6 alkyl, Ci_6 haloalkyl, oxo, and -OH; and 

each n is independently an integer equal to 0, 1 or 2; 

20 or a pharmaceutical^ acceptable salt thereof. 

36. The method according to claim 35, wherein the compound is 
selected from the group consisting of: 



25 benzyl 8-hydroxyquinoline-7-carboxamide; 

1- Methyl-3-phenylpropyl 8-hydroxyquinoline-7-carboxamide; 

2- Phenylcyclopropyl 8-hydroxyquinoline-7-carboxamide; 

30 

1-Indanyl 8-hydroxyquinoline-7-carboxamide; 
N-[(2£)-3-Phenyl-2-propenyl] 8-hydroxyquinoline-7-carboxamide; 

Benzyl 8-Hydroxyquinoline-7-carboxamide; 
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and pharmaceutically acceptable salts thereof. 



a 

Ci 
Si 

w 

Si 

m 
w 

a. 

a 

a 
a 



-443- 



